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w m m 

[0001] &mm&. Plexin#gfl?IJ£^U fa&J&J&#M&®M1>*bfa&J&J& 

mv ^xft&tmftbtiz&miNA&xmvNA^ttmte^ idnai^-k^ 

[0002] j&^CD^b^/^^^b&Xf^bcDNA^ui^^hfD^mz^, &«DKbM& 

mMMm^tmfehz^temfe&tizi^^tc^tzo i^ueasfc*©— j?xmm.± 
ft&mmttzn&x^t>&xmw£XTiy7bnjtbtiz>o m^m^m. tr>t>n^ 

ZW&tfft&tl, #btvfccDNAO®f>i-BH?U^Expressed Sequence Tag (EST)i:L 
Xt s —^—^\ZS&, tem&ftiStltlo U6»U #<OEST^100^S«d^500^ 

[0003] 3-«l!8§^V >Tte, #<(D*/WE-^ aJvwe>fifc«i>«, #^£i§^SCfc3V ^£ 
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. m.m&&mm~fz>tc#>ia*, &fcftxmm^x\,^mm&w<Di&te*<Dmm&* 
^vi?-&mfrbmfeu mzm^xmrn. &m*m^m^L&xm&&^: 

-efeofc„ *fc. ^vxKsmm*m^^tcihmz&&^Mkvfrmmmzi£\,^x^ 

[0004] S^fchcDNA^nv^hKrt. fcNM3fc<DfcbKIAA0620jtfc^- 

(Ishikawa,K.,Nagase,T., Suyama.M., Miyajima,N.,Tanaka,A., Kotani, H. Nomura.N. 
and Ohara,0.,DNA Res., 1998, 5:169-176, Prediction of the coding sequences of 
undidentified human genes X. The complete sequences of 100 new cDNA clones 
from brain which can code for large proteins in vitro., GenBank Accession No. 
AB014520, 6,754 bp, l,746aa, Homosapiens, cDNA, KIAA0620, Ohara O. et al.) & 

^^m^mm^^ ^xskmfofcmfatb^ ^if«#0^(cNs)-eth 

KIAA0620|85Sit^T-OmRNA^Hg 1 b-CV^^^^^^^(van der Zwaag, B. et 
al., Dev. Dyn., 2002 , 225:336-343)$*VCV>5/^ ^(Dmt^^^^Xi^mXh^ 

[0005] fchKIAA0620aeT-f*^fe^^.^3q21.3(v:#^L, SKI, fcf>KIAA0620iH£^- 

(http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=nucleotide&cmd=Display&dopt= 
nucleotide_snp&from_uid=3327053) 0 fcH£&<D^S;9-a s W<£3 itfc^^^cKlio 

t^i tfc$n^.^-ci^<T, Tz;mmm^£ox& ^m^mm^mm^n^ 

tmmk-rZ>^blZ.£<95\%&Z.&frZ>^t$M&Z>b, thKIAA0620it^^-^^^i 
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^fommt* &m&&$iB. &<Dfkft&m. mmmhmmtm, mm&mmt^ 

ofc#a«llL|CB84-LTV^priBtt*S%^.fett5o fchKIAA0620itfc^-£fflV^ 
TVx&£j&mr?(D JfiLif ft&iTO&5V >f* *«#S^(CNS)T*t*KIAA0620|§ig 
ite^-^mRNA^^^LTV ^fcj&S«#$*L;fca^ fcr-KIAA0620itfc^^tf>§§>& 

KIAA0620jt^T-^^i-5jt^ J f ^*^#T*fc«9, «5tfc^&fflV yfcWS&Sr^Jfc 

[0006] fflmXWlUl. »j«EA,1999,^«E^,17:712-715, JkWff^W^©^^ 

##fF^2:2. ¥^IEMlJ,MJI|#-,1999,^g^,17:716-720,jfiLW^«O 

##fr30&3:3. UJTP,2001,^E^,19:830-835, ES^ffl^^OikW^ 
#4#fr;£ifc4:4. 2001,^^^,19:836-840, jfotf aM&tJfMfftr^ 

#4#fF:£itfc5:5. ^m^,^ffl#^,MI&WI,2001,^^,19:841-846, #C#-# 

##fF^cm6 : e. &mjm.mm&iK,®w.2:,iL a mm,i999M9im¥ 

,17:741-752, M^0£«jfiLW$r£IMB^ 

##fF^7:7. v ? ;c^,R.K. &^7/My,P.F.,2002, 0 if^fx^,3^ ^-,22-29, 

^M#fF:£ifc8:8. van der Zwaag, B. et al., Dev. Dyn., 2002 , 225:336-343, 
PLEXIN-D1, a novel plexin family member, is expressed in vascular endothelium and 
central nervous system during mouse embryogenesis. 

##f^3ti^9:9. Tamagnone L, Artigiani S, Chen H, He Z, Ming GI, Song H, 
Chedotal A, Winberg ML, Goodman CS, Poo M, Tessier— Lavigne M, Comoglio PM., 
2001, Cell, 99:71-80, Plexins are a large family of receptors for transmembrane, 
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secreted, and GPI-anchored semaphorins in vertebrates. 

##W^Ci^l0:10. Manahan, D., 1997, Science, 277:48-50, Signaling vascular 
morphogenesis and maintenance. 

#M#tfc£Sfcll:ll. Barinaga, M., 1997, Science, 275:482-484, Desigining therapies 
that target tumor blood vessels. 

#4#fF:£ifcl2 : 12. Asahara T, Murohara T, Sullivan A, Silver M, van der Zee R, Li 
T, Witzenbichler B, Schatteman G, Isner JM. Asahara, T. et al., 1997, Science, 
275:964-967, Isolation of putative progenitor endothelial cells for angiogenesis. 
^#fF3CS)U3:13. Risau, W., 1997, Nature, 386:671-674, Mechanisms of 
angiogenesis. 

#£#fp:£fikl4: 14. Yamashita J, Itoh H, Hirashima M, Ogawa M, Nishikawa S, 
Yurugi T, Naito M, Nakao K, Nishikawa S. Flkl-positive cells derived from 
embryonic stem cells serve as vascular progenitors. 

##fF:£ifcl5: 15. Ishikawa K, Nagase T, Suyama M, Miyajima N, Tanaka A, Kotani 
H, Nomura N, Ohara O., 1998, DNA Res., 5:169-76, Prediction of the coding 
sequences of unidentified human genes X. The complete sequences of 100 new 
cDNA clones from brain which can code for large proteins in vitro. 
##W^CS^16:16. Tamagnone L, & Comoglio PM., 2000, Trends in Cell Biology, 
10:377-383, Signalling by semaphorin receptors: cell guidance and beyond. 
##fF^Cifel7: 17. Shimizu M, Murakami Y, Suto F, Fujisawa H, 2000, J. Cell 
Biol., 148:1283-1293, Determination of cell adhesion sites of neuropilin-1. 

[0007] th*^cDNA^n^ni^^fchKIAA0620^^^^#^tbTV \fcflS % MB 

KIAA06203t^^^n— ^^bT^^^^ig©^OthKIAA0620||jgit^^ 
$L<D&MmWifr*o^X. lfe1f^^JiafcSV>^^#«(CNS)(CioVNTfch 
KIAA0620»e^£Rj£1-5^ L*>U th 
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KIAA0620jt^^fe5V^^n^il^55t^O^^^:ov^T<^:^5pjNB{^:^3F^-r 

[0008] t£o-C, thKIAA0620jt^^M^i-SS#m(-**-f-^7^h, ^^feSl^tt 
[0009] ^W2jc»WOaKy^^K©«l6offiT*fctt^ii*^ 

©ift^^*«*<,*o#y^^K©#aH»»^-yyh^b^»K©#y^ 
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[ooio] #3Bw#tt. wnAxfx?v-~^y*m&^$Lx~ti£<mftzh<o&&im-rz>zb 

KIAA0620it^^-{^i^V ^nv?- (DNA) £^n— ~>^U -^Oal 

^^.^3— K-T6^y^^K<DT5:y^iE^j^thKiAA062oii^^3— K-r^y 

[0011] *fc, ^^ESm^ffiV^^IfeW^^X/Hkb7 v C^^^V^ > ifeW^IO 

z>4, ooommMu±(Dmmm, t^n^^m^(DM^m^tvx^m<D 
[0012] mbtitcmfc^m mzMvt-rz>z.tK£<o^ ^m<Dm^^mm^ 

tii^m^i^^ntzo m^. thx^^^^KiAA062oa^^^ =3 -K-r^^^^ 
[0013] gp-b, ^mnm—(Dmmtvx, wr© (a)x«(b)o^y-<^K^='— k-ts 

i«gE?lJ/^/&5DNA: (a) IE?U#-5§- : 1 , BE#I##: 15XttWffl&-*§r: 18X^£tL 

*f-0r^y)— 1,746#S (T7^)^l,745^<DT^y^^^^y-^^K Xte, 
iE^J#-^15-t?^tv5T^y^BB^|{J:^oV^T2#S (^^=^)-l,997#g (77^ 
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*mW(OWir.(DmMbL,X, «T©(a), (b)X«(c)©DNA: (a) |B?U#-5§- : 2 % 
iE^J#-^16X«@B^J#-^19T^$^S^SiH^J^*5V>T, IE?U#-5§-: lT^£*b 
3T^^gB?U m^m^-: 2<Di£S*j-fg3-5,240# g <Z>5, 238^*^) , BH^I 
#-^-: 15T*^£tlZ>T$ymmm (BE?IJ#-^: 16<^mS^3-5,993# g (D5.991 

, ia^J#-^l-t?^^T^yM3?IJ^*5V^2#g (^*-^)-l,746#g (77 

m,745{@<DT^/^b/&5#y^:^K\ x«SB^j#-^i5-e^$tv^T5:y 

^BB?lJ{;i:fc^T2#g (p^-->-)~ l,997#g (T^^) £)l,996j@<E>T5/^ 
«a^y^^K)3^*^gP^-Ki-5DNA; (b) (a) ODNA£*B*fttf)#i&SBB 
^J^^^5DNA^hy^^>-h^^#T-C^^^yy-rXi-5DNA;X{i(c) (a) <D 
DNA^M^^S@H^J^^^6DNA^hy>-^^h^^#T-C^^^y^X 
U (a)<D7Ky^^K(^-^X^$P^^®W^[^®(D^^^^^i-S® 

#tc-v-7*itte^ob#><5o r^£5#^*»^ter^;*( m )KiAA0620« 
fc^-J XH: r m pf00920iH£^-J W>V ^ 0 
S^,^BJ{»^K^DNAX^a^(^T, rKIAA06205t^J^V^ o ) 

W(WT> rKIAA0620Sfiffjtt>V^){^So ^tte>ttS#IS^*5»t^^ 
^^jfiLW^jNBflSCFlk-llH^jWfla: ^1,10,12,14), Xi*iLl?l*3&*ffl]}&<Z>li&^ 
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&5o sfev^ ^m<D^v^^-hi^ fomm£\z.&t>z>'^*r*?—j]—. zntft 
[ooi4] ^m<DDNA. mfc*. #y^fKtu«:EMifif> xnmw-^m 

[0015] ^K^m^^^^-^Abfcjt^^-^A^J}&, Xi**t£^#AIIj^ 

£f£§SJU in vitro^fctein mvomU^f ^W^iT^o 

[0016] hk, *^<z>dna. m&*. ^y-<^K^L<«^x.M rn.mx.mm 
m*yb&mm-rz> 0 

*m£<Di?ifc&m^^xftMvtcm&mm^ftm&m%k. r^h-r^ 

[0017] Ht^ #3SPj?tf>DNA. ^P^ODNA^^-rsm^X.-<^-X^ 
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tb&smvxttzmm. &&w<Dr>NA<Dmm\n m&miz.&f&istcm^ ^m^rna( 

^vxtemtfv^7^^t*m&^m&m^^xte%mM%mstto 
[0018] hk* *&wfe. ^bjdna, ^ig^y^^K, ^<DgR^y^^K^u< 
fi^^y^^K^t?m^x.se«> xn. ^mwonNAXtemfctttt-rz 

[0019] ^0. *mm#n^vxfe!%m&m3k<DcJDNA7^y : 7y~ &mmu mvz*? 
v-^>^m^mm^^tKx^.^xiz:^^mxh<>tc^hKiAA062omB 

^Km^ ^Wi^-Sr^i-JteT- (DNA) Sr^n— -V^U ff^Plexin^y^^K 

SaKy^Wttl, 746T5yHlftXW:l. 997T5y^ftT*fe9. ^(DTjfy^ 
^"Kfi, Semaphorin/CDIOO antigenK>W >\ SoOPlexin/Semaphorin/integrinK^-Y 
>\ 3ltf3o©Cell surface receptor IPT/TIG^b, d^oC-^^{B|(Cj^KM(TM) 
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[0020] |«^«Ca?)tbfc#aii^^MV>T^m^*btl^^^KIAA0620^^^ 

z>z.t£, ^%mwni&*m^k^tzMttn&^m^&ffi mm. sm&ntz:ti& 

[0021] [Ell]^|§^^0fBPlexin^y^<^K^^*e)fe^7bSemaphorin/CDlOO antigenic 
>\ 30(7}Plexin/SemaphorWintegrinK^H'>\ 3oC0Cellsurface receptor IPT/TIGK 

mis, RTjmMm(jM)±^>h^ir( aa : r^mmmxm^tr^mmi. ^ 

*;*:_bft»£>* HMMPfam^^fe, HMMSmart^^jfe, £fcSosuil&^&c£V >ofcM&o 
HMMPfemt^ife> HMMSmart^^fe, ^cSosui^^ife^.tt)^ %\MP\exmtfV^Zf 
[|H2A]^— /W^^Hn situ fetC£6mpf00920(^?^KIAA0620)itfcT-<D-x'^# 

[EI2B]*— /W^VHn situ &(Cj;6mpf00920(^^^KIAA0620)5t^^<^^'>^ i S- 
3££J£|5glO. 5d.p.c.^43}^liim§P'fi^i-o T^f^fe^^a— ^UliS 
mpf00920jt^^-<D^m^S^-r (ifeW ^^ofe^^^^^^.^) o 
[02C]*— /l^^r-in situ fef;iJ;5mpro0920(^^KIAA0620)itfc^^^^# 
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fl32D]7fr— /W$rvMn situ &{£«k5mpfO0920(^;*KL\A0620)itte^<^'>;*# 

is^pg9. 5d. p. ciz&vzftmm&^irifamz^xmPknifc&mftbti 

C03A]^)»^14.5 0 g J}&fr(D^^-fp](sagittal)^^>t^oV^, in situ jfetCj: 
§mpfl)0920(-^^^KIAA0620)il^^<D|g^gp^^i-o ±tt-fe^^n— ^{dJlS 
^tt^vha— /M£«fc<51&m&3r^U TttT^-fev^n— :^J;5mpf00920it 

[!33B]T^^^^n--^^J;5mpf009203teT'^)^m^SOiao^fe^:Lfc^ 

[E!4AM^:(d*5ttaPOx-?^^^§] > lt{e:oV^, in situ m^X&mRNA^^/UX^ 
mpfD0920(-^^KIAA0620) it^T-^m^^i-o ft Olll^l^^gPt 

[04B]^^^*5(t^^<^^^^^-f>'§]>i-^-oV^T. in situ fet^SmRNAW^/WT 
Ompf00920(^*KIAA0620)«^<D3§^l«£^^ ^<D#ffiP^J^^|fe 

[|l|4C]^^^*5^'5/J^J3g<^^^7^^§J>^'^e:oV^T, in situ SxdiSmRNAl^/V-C 
(DmpfD0920(^!>^KIAA0620)it^^O^^§P^^-t- o /M8<D://l^^£|Bj§&Jg 

[|E|5]RT-PCR^iCi§^^^KIAA0620a^^<^-^^^fr^^3©@^^ft§mRNA 

[gj6]^^2Ky^n-^/V^^^ V >fc^^^>-^n^hife^J;6HEK293 
*t*>-t"31acZ-V5j^g (lacZ-V5 proteins) JgCL > ? ^^KIAA0620-V5ii!l'^® 
^®(mKIAA0620-cds-V5 proteins) <D^{±}(Di^^:^i-^^U^^/V^— (D^ 
"Jtt?'&5o El 1 ^ M: high range marker, 1: HEK293 total proteins, 2: lacZ-V5 
proteins, 3: mKIAA0620-cds-V5 proteins (^±<D1— ^«^tV5-HRPfet#:(e: «fc 
S^fe),-4^-HEK293 total proteins, 5: lacZ-V5 proteins, 6: mKIAA0620-cds-V5 
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proteins. 7: HEK293 total proteins. 8: lacZ-V5 proteins. 9: mKIAA0620-cds-V5 
proteins. (£*_L05— 8^— ^te^mKIAA0620^&(££5lfe&)£^*;^% ft. m 

[07]in situ ^^^y^^-^3V^fflV>fc^f?^jliLlf 
KIAA0620it^T-^m<^^l W^^m^-t-^^O^T'feS (l^fc : ^^2 0 B . 
*3*!::4 0 @ ,*:7 0 I ;Af fr4Koti^t^^^)o 
[08]HEK293*Wfl&Sr1&^i:bT, -e^KIAA0620^S-V5fili^SfiSf, At^flHia 
««(TM)Sr^tf^^JK^fS«, ^^^^KIAA0620Bt^««('IM)-V5iB^ 

frbnmJt&M&SLb'8m&, 3J3^;*KIAA0620^;ft-V5g^g &®3l§a#ffl 

i&d^naib^s e « 4. tt^**KiAA062o^-v5Bte« a «3§3i« 
m^mm^mm^tc±m a jfm#. 6.tt^^KiAA062oj»^«(TM)-v5i» 

7^— £fgcffi (kDa) ttlM'X-'?'— jfc—fc-fctU:: «fc5^SSr^-r o 
[El9]^^KIAA0620^|f|55)-IgGlFcg!lj^S f3«£JB V >fcff£#^*$!Ig|jfiLW 

V^iafRI^JKJE^^Kfefenfeda&T. *T:mKIAA0620^^-Fc)„ r. 
£"_L:Fc) c 

[H! 10]^*KIAA0620g|^£|$#-IgGlFcgl!^g & V >fc*f£fiP ^^jgljfiL 

w^^^piwh^ (^« ips 1^3 0 ^) <Dm%:&ijk~rmffiLm<D^mx*&z> 0 m 

KIAA0620^gP^-Fc) o rtll^L, IgGlFcSfi«^Hl<0|ISrtai*-eW:±<^b 
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fr^ntefrotc (m& : Fc) o 

[0022] *mw<DDNAn^ *mw#K£m&£tit^vxifeftm#&temRNA&Mmtt 
mtx^x^ ^ftrnmrnmLtccDNA^zfrv—frib. cDNAm^ti^xmm^tc^ 
&mm&\&ikfevmfei,tc.h<DT*hz> 0 m*>, jyfcfttu*. (dna 

Research,2002,9:47-57, RTf Nucreic Acids Res., 29, e22 (2001)) t^oTI^U 
tc^^!^m^mM(DcDNAy4^V-^.mi6,608m<Dm^i^^^U 
^(D±X<D3'M»NAmm^^U ^(D^frh. thKIAA0620jt^^-^i^V^|^ 

^^SSB^IJlcS^#> DNA#?#f:/n^A(GCG, Fasta& BlasOSrffiV^-Oi^Pv?— 

&m*ft?& \ ^(Dmmm^h^x{zm^tm^^tc^mm<7)UNA^m.M 
[oo23] -r&fc>^ ^xmRm^teMcDNA^^v-fcttu th*fc 

cDNA(KIAA0620)(C^^eci^-^i-^3l^^^ l #^^^^ >N m<^^tiZ.H 

hKiAA062oit^T-^n— v-r^v^zf^<DT^mmmtT^ymmm^^x 

$j91.88%tf>*i^eni?— £^i-£<^LVn,746T5/^;S:@E?lJ (gE^IJ#^-: 1) &#-fZ> 

: 2) &mirZ>?v— >- (^n— : mpf00920) £I&#-r5^-J&5bUto 
[0024] ^BjOiB^J#^-lT^$^T^/^gB^J (1,746T^/^S)£>1# g 2»bl,746# 
g ^-e^T5/^IB^J(l,746T^y^)«. thKIAA0620il^^^r 3 — K-r^r^/^ 
iE^J(l,985T5:y^g)<0{Jf^g^affV «?IJ(238# g £^1,985# g 3re<Dl,748T 

tc2-D(Dmm Kttvx r&mw <om^f^v j a>E#i<D££ i ,746t^/^s t-ov * 

T^J91.70% / R^91.51%^V^9Jt|5e^Ji^V^4^^-^v?— asWfc&h/fco Lj6»U ^rtvb 
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[0026] ft, m&m^ : 2\zm$tizMmmm*mirttftm<DDNA^t?-77X5}? 

*$K**£ : mpf00920) tt, ^lo<tf rfj^lT S l#«fel^^6(D^57:tTgC 

mAmmmtn&mmftm&&to&tt'*i'f-\z.¥&i&£9M io 0 

Sf£#-^FERM P-19518^#$tV"CV^o K^^KttHl!!, 2004^10 
^ 25 0 Wi^^±©IR^©#ie©BlgW*»tC§8r5^^h^ 
^S^B^^ffcfvl^W^tK SfStFERM ABP-10154^#^tvTV^o 
[0027] thKIAA0620it^^(DiB^J^6,754^*J-ST^t). K&ixTVVSJtfy^y^K 
<DT5/^@E^J<^ft£m,985T5/^-e&3(DNA Res earch, 1998, 5:169-176, 
http://www.kazusa.or.jp/huge/gfpage/KIAA0620/, NCBI-GenBank Accession No. 
AB014520) o KhKlAA0620mfc?*tty&WmKm2Z-r%Z.biZ.£<9, 

o ^Bj^iB^j#^2t^$4x5DNA(c=3— K$nrv ^^y-<^K<DT5y^gs 

^JOft$«l,746T$y^-e^^, ^PJ<DDNA^*J"t-§*^eni/^oV >Tj£(Ci^ 
^^^^^^^^^.N-^^^St^^bTTKy^^K/S^w-K^ttTV^S 

[0028] j^, mm%"e2btii-£, *mmmiz£<>x®itoxmm£titcmm&^:2{z.^vitm. 

*f^61~80# g 5 ' -CGCCTACCTCGGGCACCGGG-3^*J-J^$-frT-a-^U7c:iB^J 
5' -CCCGGTGCCCGAGGTAGGCG-3 ')£MiU ^ST^f-v— £ rfTfiK£*VO 

05 ' flj) <o^^tf^f/>^cDNA»f,H-*r#^6<J(c^i--5i>^-e#So ^bfc5 
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[oo29] mm\a^ s^cDNAtv ^tzM^^vumt^\ 

wjM<D?yj*mm&Mm&m'rz>zb$:-zimK'rz>tcit> ^ #112003-216615-^ 

^}-S^<^^-yt-lt|J?llI^?r#*Pb7 v C content addressable memory (CAM) 

~?*?^>f ; Ais^ij^^^^mKiAA062o^siH^j Ktt^ttM-rzmw Kmtttnn 

[0030] ;*3BBll©DNA£L-cr±, ffiftUt*mW<D#!)^-7^h*&=~ Kf S4tt36e^W*e> 

. ib. >im jw % jnm jm», -wmm, fc$v>ri$§£<D#jg 

Xtt, ^DNA(OV^tLT^«tV\ ?>f^?y— ffcfcfcttffl-f 14, '^T 1 

LT^iWJfe-miBt fc§V>}4^tvbO»®i9totalRNAW^^«mRNAW^^p 
WL.fc*)<D*rffiV^"C 4 fltScReverseTranscriptase Polymerase Chain Reaction (^T, 

rt-pcr^j tm%£lrZ>) \z£oxmi®1rZ>^bt>X'%Z>o 

[0031] m&m%-: u mpm%~. i5x\*mn&^i8x^£tizTK;mmmtmw&}\z.m 
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^x% nmmzmmtte. ^tib<Dmmmmmmmx&z>^b&*<ir 0 x. # 
&£tvs>7$/msmwz*s^x, — «u(»*b<tt, i-2omn&. £*>»tiv<m 

[0032] ^^(DDNA«, fflx.&, IE3«-^: 2, m^m^rl6XitM^m^rl9X 

z>T$smmm&zi— k-tsdna, xjs, »DNAfcffiMWfc&fi£E^ja>e>fc5DNA 

b^hV^J^b^WTX^^])^4^U »*U<tt3e»5iBB^I##: lXttBB^iJ 

SjW^TW (S fi®) K-rSDNA-efetLfiV^tl^tOtftiiV^ frttlk 
ftTT\ BH^J#-^-:2, @B»-^:16Xf*IB^J#-^:19T^$tl^^SB^J(C*3V> 

5DNA^ffiMW^SiE^J*^^5DNA^^^y^-rXT*#5DNA^bT«.^!l 
fcfcf , KDNA©^i£SE3?!Ii:«>taPH4eDSSids, ^fr©¥*&"e, &J87. 5%.£JLh. 

^2r*ptf 6^i:^t?^§o W^^flf— fa^iS. Molecular cloning third.ed. (Cold 
Spring Harbor Lab.Press, 2001) KfSttO^jgc^ ^il#^k&<^&fc3VM« 
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^hftgiftitfe, 0U;tfcf N DIG DNA Labeling (^<— V^tf — Tf^f&tiMCat 
No. 1175033)-C^ci— ^y^/VVTzM^K. 32 < C<£>DIG Easy Hyb^f&C^— Vlstf 
— -^WMtMCat No. 1603558)cf I T^^^yy-rX$-fr, 4O < C<Z>0.1xSSC^i£ 
(0.1%[w/v]SDS^tp) c f^^lx^i5fe^-t-§^#(lxSSC}i0.15MNaCl > 0.015M 

A^n-^^^y^xt-ss^^-efcSo 

[0033] ;£3£!g<DDNA<D^i3— -y^O^iLTH:, #3£KO#y^:/^Rc>|fl##<7} 

K^DNA^ t>L< i^DNA^fflV ^T^mUSifctf^W^y 
Molecular cloning third.ed. (Cold Spring Harbor Lab.Press, 2001) {CfS^CO^fe 

*if^oTfr^5^^^-e# 5o ^ rtris^^^y-^ffl-r^^, ^#<D 

^fcKD^k Superscript II^^^^h(=¥^=«BRLtfc)^SrffiV^, 

Gapped duplex^Kunkeljfe^if^^O^jfefc^V ^^tX^SpCS^fe^o 

xn ft?^b&X%Z> 0 ^n-v>fb$4x^y^^K^-K-t-§DNA(i S tfjfcj;*) 

ZZt&XZZo mDNAn^<D5'^M^mWimi^^>t^X(DATG^U Ifcfc 
3 ' ^{gy l£ r4«IRil&Jk=x R>-£LT OTAA % TGA ifcfc ttTAG^LTV ^Ob£ V \ 

muirZ>z.bhX%Z> 0 

[0034] sfc&mcotfV^zf^am^?*— tt\ ^^^^if-e^o^jfefc^oTf^ 

^jfEate^s^^irrsDNASfJts^Do mu (2) ^edna^^s^ fca^w 

tVX-te. JcMm&&<DZf97^h°(&LpBR322, pBR325, pUC18, pUC118h 
teWS^O^^K^J.pUBHO, pTP5, pC194KflHfcS3fe^?*$K(0!Up 
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SH19, pSH15h X77-^^^ryt77-^ &5V^3SV4(K CMV^/> 

itrfc:/*^— f—t&lfi* fi^ff-cfcs^fi, SP01 ^ nJE ._^_ % SP02 
^a^r-^-, penP:/**— fcif, ^#BN8:-C*>5»a-«, PH057°n^- 
, PGK7°n^-^-, GAP/n^-^-, ADH7^-^- fc^j&W^LV \, 

[0035] SSS'***— fctt, JJJUbBfl&fcU @rMfc:J:91S«8flf#»^4^0>* 

Bluescript SK(V-)^^— ^M^JfeWl^^jNHJ^#M^m^i W(-b7tTie2^ 
£&3 0 j&V^te. Gateway ((SD^n-^y^f^n^- 

(InvitrogemCat.No.l 1821-014) ^LTfcJ^VCV ^cr— ^^^y^TJ^MWi't^ 
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[0037] m&tos&tirX^ m%.&. ^=v\iTmm. ^^mm, mm, m&mm. m 

U (Escherichia coU)K12fi5l5^DHl(Proc. Natl. Acad. Sci. USA, 60^, 160(19 
68)) , JM103 (Nucleic Acids Research, 9#, 309(1981)) , JA221 (Journal of 
Molecular Biology, 120^, 517(1978)), &tmB101 (Journal of Molecular 
Biology, 41^, 459(1969)), foZ^fi^iS^VKT -=*V (Escherichia coli)B#c^ 
fflV^;ft,5 0 '^S^MMtVX^ ^^Vl^-I^K* (Bacillus subtilis)M 

II 14 (Gene, 24#, 255(1983)), 207-21 [Journal of Biochemistry, 95#, 87(19 

84)j*?j&sjbv^*u3o mmti^xn. mtttt. ih^nwfc* 

Saccharomyces cerevisiae) AH22, AH22R-, NA87-11A, DKD-5D, 20B— 12 
. \sW-yjjn^ro{~te7, tf>"< (Schizosaccharomyces pombe)NCYC1913, NCYC 
2036. K e *T x^hy^(Pichia pastoris)«SfflV^;|x5 0 Wl®1mMbVX\^ Mx.it 
, 1f/VW^J&&3feCOS-l, COS-7, Vero'fflm, ^-*"f~— X/nA^—CHO 
mm&T. CHO#BJ3&«fE), dhfr5t^T-^»^-V-r=— X^nA^— «CHO 
(WT, CHO(dhfr-)»tl8§IB), -^^IJfBR ^r^AtT-20, ^ 
*BJB&, 7:yhGH3$BJ&, HEK293T#|BJ|&, fcr-FUM. fchHela»&5l ^SfcK^ 

[0038] */c. mm^*j^iSBija^^-r5-i:«: b mtutWi&mm&*—rvhki,itm& 
*mAm<DffiB&tvxnMx.tt, mm-v&xEsmsfo. ^^m^ ^->^nih3t 

[0039] ^tbwif^»iifa©^stte*tt, ^ms^»-e^^>^&(^oTtT5^^-e 

£3o 09*. tf, J^TfcfB<fe©S:it»fla-t-SridS-C#*, Proc. Natl. Acad. Sci. US 
A(693£, 2110-, 1972), Gene(17^, 107-, 1982), Molecular & General 
Genetics (1684$. pill-, 1979), Methods in Enzymology(194#, pl82-187, 1 
991), Proc. Natl. Acad. Sci. USA(75#, 1929-, 1978), iMX^5§iJfflr8 m%® 
iaX#H^ah=i-/Kp263-267, 1995, ^?H*±3§tT ) , S.UVirology(52^, 
456-. 1973)„ 

[0040] sj-, mte*mAmm<DMwmm: s t^tutm^wimmm<mwRmi. m 
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&mirZ>Zb&X*$Z> 0 Proc. Natl. Acad. Sci. USA(77#. p7380-7384 x 1980). 

%mmmm¥-i?—^*--<?-(^y<DMcm&.ffi(p34-4u 2000, ^±ttw<f). 

V^Wfe^—^T^IL Kg(p225-252 x p279-285, 1994, aSftWiKISff ) , *t 

nmmm^-mzLJL^mmm 1994, ^±#3§fTh &OTrend in 

Genetics (5# x p70-76 % 1989) 
[0041] ^fcftjfctt. V7^**Jz*-y?^V*Wmte.&^X^ W^a>T^*^>3>*«r 
fflV^ 0 mm<£>^V*(-?"?X%kmC57BL/6, C3H, BDFl)^MlfiL^(5^ 
) ©flffll£rtl8!^ ^<D48Rf r^thM^tt^KhnfcV (53Mfc) ©Igl&rtiS! -S-fcfT 

v\ mm&*n% *^>mtm4\%mmzmmmz.z<DX\ ^(om\z.m^ 
mTx-^9v^-\*^s—*-*m^x&m*<otm*\c a «uter-«r^A-r* 
[oo42] *fc, ^T^Y^^m^t. mm^vxEsmmz.nf5.&iimx n &jmfc? 

*i5fe-t?tt, ^Tat^^A^tvTV ^ESjiTO^fcte^AStvrv ^as^^K 
Ao/cES^M^i^m^^fcL/cES^J^^S'J^^^^fe^.rofcfeO 

mut-*—*— mte+tvxtt^is^m&mtettmm-tZo zomm^tim pi 
tfeWT?t«d>ffiifRi-5o fc^i*, m<om&t\sXtfi^47-*#7^mifm&m 

ioi-5^K^*>5o 9^^m^/wtmmb<Dmmtitb. nr.<Dm&r?—* 
—m^bvx^/^^^^M^^^—^MB^^TVTmmy 

muiE.tc\^^])Tmm^^^hA<Dmm^^T^b^mx^> 0 mmio 
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0 nu8tr*avzz—&m&tttit£* iMf^n^h^fd^pcRfe-e+ai^m^x. 

[0043] r<D«t5^UT#btbfc, #3^©DNA^tfg#ig&^»^^rr53§3l 

v\ ! &mzfo]z-xm^MWZtox.z>z.bhx%z> 0 m3n>m®mmxfoz>Mmm& 
m&m-rzn. pu\tmQ-s\zM^f^itmm:m^x^ mnmo-4o°cxm 

mt±mt&&mu ±m&M&z>o ^<Dx^^xmhtit^m±m. h^^nmm 

zt&xtZo ^vxnbtittmm&tfv^T-Fim&m ^<D^m^^ 
te^pAzm^zJjm^X'oxm.Km&'f&z.ktfxt, m^m.xnhtbtcm^n^ 
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-T6ri!t>l?#6o HI-, bV-flfs ^ebVzf^s FactorXa, boJ/fcT V. Xte> KEX2 

[0045] ^B^<OJKy s<Zf?-Y (S e ») tt, C-jfcjffidSa^/V^dp-^/VS (-cooh) * 
tz\tt;V0s&ri/\s— K-COO-)X3bZ>i!)K C-M^TKV (-CONH ) ^tcU^'r 

2 

[0046] *»W©aKy^^-K (^tf>#fttfcSlteM Sfft« ^c-^«^^{j:^/V2K^ 

^ix.f^oH, cooh. nh „ sHt^m^^mmm^i, r 

2 
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[oo47] ^m<D^v^^V(D-m^hti^^vt^x^ t(mut4mm<o^j^ 

gB^J#-^l-e^tt^T^7^iB^IJ{-*3V^2#@ l,746#g (T7~ 

u^^hitc-^mm^/^^-^m kooh) ^.tcit^/^^u—h ( 

2 

V >5t><7X &5V ^ttUHKj&SjlS^bfcV xb^^^F^ ^-g-^^Kfc^^ 

[0048] ^wotfy^TW (^^^ffittfi & sr-e*>s) xf»<&— sua^fc*^ 

*fmwt(.m*.t£. wtwt. zfvtt^m. y^^m. vw^t, =^n^ 
[0049] *^<DJKy^y^K (^o^^Ste® ssrefcs) ^ a^fefcs^TW 
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^V-£tctZZ:tiib<DTS.y{£$:&ni-Z>o ±mistz.&mT^ym<Dffi&im^Xte. 09 
X.\t^ DCC. N.N'-^y^ntVV^/V^^^K, RXJ^-^^-N'-iS-i^^/^T^ 

tm(m%.&* hobi, hoobo bbhfcj%mT^;mzmmmmKmn-rz>fri£tin 
[oo5o] i%mT*ym<Dmmk^ffimb<Dm&izm\,^tiz>mmbvxte, mr^m. ^ 

mzmi%i.5—4i%mtixm^btiz>o ~>KW^Rfo&m^ti^b<Dm^ m& 
&*+ftteWf&iaxi%mm<DW.M&n^bte<m&^ 

ftm&&n%:?Z.b&X%% 0 BCfcZmVMVXh+frtm&Tbmbtite^b&M, 
m7mmitfdfrT^;vj%yy-;v-zm v ^x?£R}&T^/m&T±?-MkLX, 

m*mm-tz>z-b&x%z> 0 mn^Rmzm^-r^x^ ^m^^m^hm^ 
&mm. &£.xf^<Dimm<Dm.M. Rmm^-r^mm<Dmmt^bi^M^a<D 

[oo5i] *m£<D-m*bftz^^h^tc\ttn<b<DMte, ^m^m^m^^ ^x g #: 

^mmrnxmrn-r^b^x^xmrn-p^b^x^ ^^(D^mbi^x^ 
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M&mmim^zfT-b'&f&ngmbnm. %mm (1975^) 

(2)&mmm *3£xmm&¥. znt^mmmmu msmmt^w^ 205, (1977^ 

[0052] BCfo&nmmb&fttetonjfm. ^tttn-is^^nvh^ 
-•mm^h^^-'nm^t^m-^ib^x^mmcD^^^^m 

^(D^m^x^xm^m^^-r^t^x^^i^ miz.mxmbntim&n. 
'£to(Dxm\z£^xmmmz&&rrzzt&x%z> 0 
[0053] ^mm<om^^v (^(D&tevtmnm&nx&z) „ ^<d— aw^fcs^w 

atfy^n— ?vv£tfls ^-y^n— ^v^t#:o{prtv-efeoT 1 bJ:v> 0 

o®n&<DW&i>t£T$;m*b}&z^^h*&mifz^b&x^z> 0 
[0054] mnit. &v?v---f-/i'tfifa(Di§£r\a^ ±ffi&M&mk. xw\ -fe/vn— m 
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[0055] — ^yfv—^/vftfti&wm-rztcitoiz.^ mini, ±M<D$i^fttz.m®fr 

JIS(0!J*.fi. -v^'aiti— ^P3X63Ag8 tt^tvS^OSp2/OAg-14 ^ fc5V> 
v^Y3-Agl.2.3, YB2/0, IR983F ^<D^ffiBMfaW) b<DMfoM& 

[0056] ft, ^^^K{cMi-^^^^^ft:o»M^il-r^#%^:^^b-r, #i 

[0057] HK, ^^{-^^-rfc^^^a^X^^^^it), ^5bT#^>nfc^: 

[0058] HI-, ^<^>^(J:J;Sl&^^o^Ko^y^^K(S & 

^Bj<7)^y^^K(s&M)^^i8^i-^^#!^^tT^5^^-e^ o 

b©BWCIt ^fc#^<^>0£fflVvTt>J;<. &fc, $Lft#HF-<Z>F(ab')2 % Fab' 
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^^n^mmmtvxn. ^m&ffiftmxAism^ m*.*** im&mi&Tcm. mm. 
[0059] ztibvmfe'&mxmimtt-Wimmffi^&tDMmK^^xte. mm.. & 
. ^m^mm. ^wmmbmmmft&mfem (mm m^m^.. bs*p62^ 

. TMethods in ENZYMOLOGYjVol. 70(Immunochemical Techniques(Part A)) 
, [rK^VoI. 73(Immunochemical Techniques(PartB)X |^#Vol. 74(Immunochemical 
Techniques(Part C)). I^#Vol. 84(Immunochemical Techniques(Part D:Selected 
Immunoassays)), IrUPVoI. 92(Immunochemical Techniques(Part E:Monoclonal 
Antibodies and General Immunoassay Methods)), I^^Vol. 121(Immunochemical 
Techniques(Part I:HybridomaTechnology and Monoclonal Antibodies))(.£JU2, T#ir 

mm^-i?->*-ff^y<DM%T&m(p34-4i. 2ooo, m±^m.^^m 

^^T/V^ZlKS(p225-252, p279-285, 1994, ififtffiJfc^fT, itTUH^t 

m^-^ii^m^m(^i96M. 1994. ^±^n^^mm-r^t^x^ 0 

[0060] ^0J(D^y^^K(Sa®)X^O-gB^^^5-<^K^-K-r5DN 

Aizmnmzmffiffy?mmmm&mirzT^±i/xmmbL-x\-±. ^^dnaw 
^mmm^msm^mm^mmmm^u mr>NA<D&%i%%\mvn%ftm& 
^-r^(Dxhtn-£. ^-rti(DT>?-±>xmmx&oxi>£\,\ mntbizmwtftte 

NA^tzit^fhhmm<Dmmm t>«§^-ei ^T>^±^mmK^fh^> 0 -ate. 
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[0061] 3£i^ *mw<Dtf})^-7^v(m&m)mte. zLnhmm^m^mm-r^t^^. 
tc\tt<DM<Dx?v—~i/y<Dtc&<DnMtvxmmx»h% 0 

tc\tt<Dm^ ±m^t't&mk&®frbm\*titc4k&wx~fov)^ *mw<D#v^ 

*mx<vm&m^(vfe&&^mwirz>h(Dxfo<>xh£^u ^mm<D^v^< 
y^v(m^m)^(omm.^umir^h^^xmmm^mm(D^v^y'^(m 
&m^(Dm&*mmirz>h<Dxtbixb£\,\ mk&Qio&tvx^ wz.&. m 

man-* • ^^j^^E^^uT^fflT?#5 «rigtt^fcs„ 

[0062] *ISM©DNA2ltJ^NA^tf»#ffiS*3te^^n— 

SliST^ ^DNA^cfimRNAOJi^nfc^V Wme^#r2!l£L 

rWffl-efc^o *»M©DNASrfflv^±3B©5fte^Wftt, fclfcff , 4k%a<DS— if 
^^yy^^—v-a^PCR-SSCP^ (Genomics, 874— 879K(198 

9^) ^ Proceedings of the National Academy of Sciences of the UnitedStates of 
America, ^86^, 2766— 2770H (1989^)) tek*K£QM1&~t-Z>Z.b&X%Z> 0 !g 

^mm<Dmmmm^xh^hKiAA062omB:^m^h<>tc^. x&lx^ 
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[0063] ;£0J^#:fc<fcTM®{£:ioVv-c ^^T^M^B&^T^i^l-Sii^ IUPA 

C-IUBCommision on Biochemical Nomenclature ^J;£IB&^fe£l ^3 

[0064] ^mBj^awia^j^-e, WT^ia»-^f*^ToiB^j^i- 0 

[|B^IJ#-^: l}*mW(D#V^?-}?<DT$;mmP\(T^;m%t: 1,746) 0 
K-t-5DNA£>^SgB?iJ§r^tf\ i^n— ^mpfl0O92O(D^:^SSB^J (6,178*&S*j-) 

m<DT^;m (m&mmi) &mntstitzTs.;mmm (T^ymm 1,997) ^-r„ 

Tjni^Wfca— K-r-5DNA©ifcSBa^lSr^tf ^!fiSE5!l (6,931ig£*j-) Sr^-f 
Jfc: 1,337) Sr^-f. 
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mmm 

[oo65] sin^ mmm\z£v*&m&&b\z.Mcft#}\zmm-rz>iK *»wtt**tfci»fe* 

tl%h<DXfe*&\ mMMfc$otfZ>&nmte*mm^ Molecular cloning 
third.ed. (Cold Spring Harbor Lab.Press, 2001) ^lES^ih/TV^^&f-^ofco 
[0066] ( 1 ) Vxffijfcmtt & 3l5cDNA^-ry 7^ — 0>#*Ki 
attB l$P^#-t"5^-y =f^^lx^K : 5 ' 
-FgcGCACCACTTTGTACAAGAAAGCTGGGCGGCCGC(T) -3'(F, g:}o£tfcte, 

18 

si, so, s-i, Rxfs^mttffiftmtpmmzLTffcmrpmm) mMmRNA&mm^ 

SuperScriptH^^W^^hW^hn^W^T^^cDNA^^LfCo^H 
{CattBlgU^^#i-§T^^-^cDNA^7-ry— v-a^bfCo ^<D^ % Ttfn—*? 
/W~eikb-2kb, 2^-3^, 3kb-4kb, 4kb-5kb, ^kb-TkbfCcDNA^lMX^fflLfco ^ 
tlb&* i7--fX§r/jN$<bfcattP pSPORT-l^^hy— (<i>\f Yxi*J=.z^frS&K 
BPBLfoK&W\^&7Ltz&^ ^CJiHElectoroMax DH10B^(-r^t>n^^tfc^)lc 

&it&Mit>. mwmm^x\ 37x:x2-3mmmmvtc^y > 9^h^mm^tc 0 

±IB<o^piiSlf^Sr2-3lHl|ft«?jgb7^o Smi-^^M^t-DHlOB^^T 0 ^ 

— — ^^iX^i=s^/jNj®^(^>^^ (Nucreic Acids Res., 29, e22 (2001)*5<J:t) ? DNA 
Research Vol.9, 47-57(2002)) iC^ofc,, 
[0067] i^iK. ^TOH^(^*tL^16,608j@<0^n— ><D3' &&Dmmm&&:feUt 
o thKIAA0620^ffi|^14d5i^V^n— >-OcDNA^MUT^:^SiB^J^) 

' — (ABI PRISM3700)^|^^^^yh^fflL^Co *lft#^IE^Jte^3S>MfV>>Tz 
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bfC„ 

[0068] (2) *^eni^— &miZ XttftWDNA&^Wv— ^(Dfcfe 

^0\^Xnhfhtz.^Mmmm\Z.m^, DNA#Mfr7W^(Fasta & Blast)£r 

KLA\0620itfcT-£itiV^ ; E-ni^- Zmlrmffifv— >-mpf00920^^tt|$tbfCo Mt- 
, SljODNA^^^n^-MBESTFIT^fflV^T, r©^n- Vmpf00920£fcl> 
KIAA0620OT^y^IH^J^^SBH^J^oV ^TJt«Ufc±r.*>. T^/^IE^JOl/^A- 
-Ctt, thKIAA0620jft42^=i— K1-5T^/^IB^J(l,985T5:y^ft)<7)238# 
1,985# B(l,748TS/^)£iE?!l#-J§-: lT^£;fr5mpf00920<DT^/^IB?IJ( 1,746 
T5/$hB)tf>lS S d*fel,746# @ *?T5y|&BB^,746T5/Bfcg)fcoV^ 
91.88%(D*^env?— «p3^£fafl«MWl,fc. l£fc, #3£W<Z>ffi#l#^-: l-C^ttST 
^7^ffi^lJ (l,746T^/^K)<D974#gj$>£>975#g<Dfig{-> fchKIAA0620itfc^ 

B^Ompf00920^y-<^KOT5y^@B^J(l ,746T^y^S)i:, Jttfe^^V >*^ruS? 

[0070] 1) S^I<k|if§#-5§-WO200114420-A2 Human Plexin-Dl, Applicant: 

Hyseq INC., Publication date: 11, Oct. 2001) <£>Human Plexin-Dl (1,925T5/B£^) 
<D178%F g *»e>1.925# a ^l,748T^y^S^>T^/^|B^J>, :£3§9§<£>mpf00920g 
e®(l,746T^/^S)01# g d>e>l,746# g <Dl,7A6T^/m^:(DT^ymmmtX\ 
J£$£#J^V ^^^7 % c(^j91.70%) o WO2001 14420-A2<Z)Human 
Plexin-Dl (l,925T^^)i*thS^-e*>«5. ^y^^K^fJtOT^^IH^J^o 
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[0071] 2) B^<kBS#-5§-WO200157188-A2 (3§9§<£>£ffc: Human plexin-Bl/SEP receptor 
homologue, SEQ ID NO:2079, Applicant: Hyseq INC., Publication date: 09, Aug. 
2001)<DHuman Plexin-Bl/SEP receptor homologue, SEQ ID NO:2079D1 (1,992T^ 
/$hft)<£>238# g d^l,992# a <Dl,755T$Sngt&<DT$SmgS&\t. *3&9§tf> 
mpf0O92O§ &SC(1.746T5/BfcS)©l# S 36>6>1,746# g <Dl,746T5/^g<DT5/ 
®!iH^J^-e, JfctfctfJiibV^^n^— ;dSf&fck*L;fc($j91.51%) 0 WO200157188-A2<£> 
Human Plexin-Bl/SEP receptor homologue, SEQ ID NO:2079D1(1,992T^/8&K:) 

[oo72] temtstitcmfc^m&mmmimtt^—f^—x&tfimirzb. *&m<o 

mpf00920^iE^I(6,178Jt«)i:^a^— ^m^WM\^\^XWk<om.^ 
tbotctiK ^W©mpfl00920m^ga^J^PCia^J^oV>TO^}i^>ofCo S£L 

<aa*> m^ir4iM£tiftm.mmm\z.Mv. ^mm<Dmpm92ommmm(6,i78m. 

J^BiVvfc^E-iaS?— ^-riH^J^4#mfee>^^ N ^^©mpf00920m 
SIE^iJ(6,178i^S^)i:^«W{c|^-T^SE^J«^V \ 
[0073] 1) H^§i#-^WO200281745-A2 Coding sequence SEQ ID 118, 

downregulated in osteogenesis, Applicant: Aventis Pharma SA., Publication date: 
17, Oct. 2002) (DCoding sequence SEQ ID 118, downregulated in osteogenesis 
(6,754^^)O710# g 3><b5,958# g &X(D5,249i&mMb*&W<Vt&mmP\ 
(6,178m.mM)<Dm g ^5,243# g &X<D5,24St&M&bX\ m86.95%b^?ltm&} 
M*<^tti?—fcM#>btltc 0 Coding sequence SEQ ID 118te#^J$B#^mffl]ftJ 
tmfrtbthZKhmte&i&mmFlX&Q, :£BK<ampf00920J£aiE^J(IE^J#-*§-2 : 
6, 178ifiSfi)^LTit«Wi«V jWfcfcih^as, #31 ^CDigSSE^ 
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[0074] 2) B^<kH#-5§-WO200114420-A2 Human cDNA encoding 

Plexin-Dl, Applicant: Univ. Torino, Univ. California, Publication date: 01, Mar. 
2001) Human cDNA encoding Plexin-Dl (5,892i£S;§:)<£>542# g #>b5,790# g * 

x*<D5wmm&b&&w<Dmmmm(.6,i78m.mM)<Dm g ^£>5,243# g *w 

5,243^S*^-C> ^J86.91%^V^5 J ^ J ^iftV^^^v?— ^^fe^f^ Human 
Plexin-Dl (6,178^ft)(ikhi5l5-e*>«9, -^ri^— Ki"5^y-<^K»f>i-^T5: 

[0075] 3) ffl^<^W^^-WO200157188-A2 (MWOl&fa: Human plexin-Bl/SEP 

receptor-encoding cDNA, SEQ ID NO:729, Applicant: HYSEQ INC., Publication 
date: 09, Aug., 2001)<£>Human Plexin-Bl/SEP receptor homologue-encoding 
cDNA, SEQ ID NO:729(7,080^S^)OiH^J#-^710#@^^5,979#@*-eo 
5,270^Sgi^PJ<Z)mSgE^J(6,178^S*)^SH^J##l# g a>£>5,243# @ * 
X<D5,24^&MtX\ ^J85.50%^V^5 J ^^V^J^^^a^^— ^^^^c„ Human 
Plexin-Bl/SEP receptor homologue-encoding cDNA, SEQ ID NO:729(7,080^^ft) 

n t b & &xm , *rtitf=i -K-rs^y ^^K^f >H-^r?y ^ie^i hov ^r^itr ffl 
^Bj-efc5 0 ^^i^v^^^^-^^e)^t^S7,o8o^s^^SiB^J^^b, 

^0JO^^S^^6,178^S«<D^SB^J«, ff^@H^J-efc«9^)^o^(-oV> 

xhmm ^smxmm xhz> a 

[0076] 4) HI^<&!«-*§-WO200281745-A2 mm<D& W : Coding sequence SEQ ID 43, 
downregulated in osteogenesis (Applicant: Aventis Pharma SA., Publication date: 
17, Oct., 2002)OCoding sequence SEQ ID 43, downregulated in osteogenesis 
(1,073^S^)<^96# g ^<bl,063# g ^T*(D968^«»^^(D^ia^J(6,178 
^S*)O4,909# g j6^5,875# g $LX<D967i&m&bX\ >&99.90%£V^V 
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tm&btltCo Coding sequence SEQ ID m^l&&^\^WfaMi£M&>hfo 

o 

coo77] i) , 2)Rxf3)-cmm^ntcmmK^^xn, &&w<Dmmmm6,n8m.mmb 

mpf00920it^gE?lJ (6,178^ft) O^ift^x^— r§^<D-C^<. 3^7-f-M»J# 

[0078] £k±(D7fr*vi?— tkm<DW%J)*h, ^M^n— ^mpf00920tefchKIAA0620jtteT- 

[0079] {3)^-^^m 

^^^ODNA^HU-C, PROSITE database^^-f ZtttiXDW teWMtit^vf 
!7-k"T?fo<5pftools (Bairoch A, Bucher P, Hofinann K, Nucleic AcidsRes. 1997 Jan 
1;25(1):217-21), &7j?Pfam database£&f£i-67 u c£><DS fia^tff^n^Ahmmer 
2.1(Sonnhammer, E. L. L., Eddy, S. R., Birney, E., Bateman.A., and Durbin, R., 
Nucleic Acids Res 1998; 26, 320-322)^V^T ; E-^-^^^^ ; fT^ofc(Suyama et. 
al. 1999 Nucleic Acids Res. 27: 338-339) 0 

[0080] f£L<J2, HMMSmartl&^fSKSchultz, J. et. al., 1998, Proc Natl Acad Sci USA, 95: 
5857-5864)f:iJ;5£. IB^H^: lt^$tl5T^y^IB^J<D5^N-^ffi!l^^3-352 
#g KSemaphorin/CDIOO antigenRpHV/^Jl^tbTto HMMSmart^^&tCl 

^J<7}5^N-3ftMI^371-424# g {^Plexin/Semaphorin/integrinK^V^^tO^tL 
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tCo 5^ HMMPfam&mfelZ.£Z>b. 524-576#@,&.rj?671-712#g \ZL 
Plexin/Semaphorin/integrinK^^?T^W-t-'5^^^'C#fc 0 £fc, HMMSmart&5£j£ 
(Cj;^^N-^^»^713-802#@ HMMPfam;&^&{Cj;5<bN-^MI^b 
714-802# @ t^Cell surface receptor IPT/TIGR?MV£\ £7c. HMMSmart#l9£&clC 

804-889# @ {CCell surface receptor IPT/TIGR*>f><8\ StC HMMSmart^5^^^ 

J;S^N-^H!l^^89i-970# g mmPfamlkmmzXZkN-JziffiWfrh 

892-978#g iZCell surface receptor IPT/TIGK^^^^tH^tl/fCo Hi-s SOSUl£ 
V ^5^Hffltransmenbrane(TM)segment^^ffi7 e ^^/^A^J:^9^5^i-'5^x N-^^{HI^)^ 
bl,090-l,112# g liETAIVVSIVICSVLLLLSVVALF-e^$tL^^ii(TM)-fe^^ 

[0081] Semaphorin/CDIOO antigenK^-rVtex Plexin^r^y— <DmBMMZ&lbtbtl& J £ 

k^X.btlX^^Z>(JClBk9,16)o Plexin/Semaphorin/integrinK^'-fVtex Plexin, 
Semaphorin &mntegrin(^btl^#^^iB^Jd^^5#^KpH'^V^o HB 

&fc#&*BJ&^ffii^£LT&&h/CV >5 0 PlexinOT^Ji^tDm^l 1 
SemaphorindSfl#-t-5ia^*i^(growth cane)0^^^»^^(C N Integral 
±&»Ha©jg«i«IBSr^j|#f-5©U:|it>o"rv^ (^ifc9,16) 0 IPT/TIGtOHVtt'f 

^^m^tmC<MeU Ronb\<^o±Mmm%:M§:&mzi>mit>btlZ>o Ron f-vtts 

Pfe^(invasion)^V ^tzM^*Um~fZ>m&~elbZ> C$Cjtfc9, 16) 0 
[0082] Clftib^J^x ^^<Dmpf00920jl^T-^=3-K-r§^y^^KOT^y^SB^J« 
, l,746T^y^-Si:thKIAA0620tlttJ5b237T5y^M<, Semaphorin/CDIOO 
antigenK;MV. So^Plexin/Semaphorin/integrinK^-Y^x &7J?3oC9Cell surface 
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receptor IPT/TIGSrWU fr^C-^mizmmm(TM)±?^h&1f&TZ>. Kh 
KIAA0620S &®U,985T5/^)£9239T^y^g0Vv^f£(|I|l) X'hZ>Zb&&m 

[oo83] (4-D ^^H L ^m^^m^mn^mmpfoo92om^(Dmmn^m 

thKIAA0620it^ J f-fi, Plexitis r^JMTamagnone, L., et at., 2001, Cell, 
99:71-80)-efc5^ fcbKIAA06203l^T-^^n— -fbhX^^^MWi^^ S X 
mRNA^mbfc^. ik^foBimmfo^ ^2*lE#^(CNS)T^hKIAA0620il: 
fc+k/^yV¥4^%mRNAtm&L,X\,^Zbm<Dm&&&ZfiHvan der Zwaag, 
B. et al., Dev. Dyn., 2002 , 225:336-343), ^^^CDfr^PlexinitteT-O^^lil 

x mP m92omfc?(Dm&ffimz&tfzm^M&$:$imirz > z.bz @ &)bL,xwr<D 

[0084] ^^mpf00920jt^?-^PCRjfeT*ii*iSL-CProbe^^i-5fcfe fc-&W£7*TV 

—^^^—bv^—^94^—^mm(DDNA^m^^m^m^^x^i,ti 0 

7*Ty—Y-77-<{^r—<DWM*:5 y - CCCCGGAACTTGAACGTGTC-3 ' (E?U## 
^)^—^y^—<DWM^ ~ CCACCTGTTCAAACTTGTGCTG-3 ' (SB^U 
#-5§- :4) £U ^tlbCDZfv^— &m V ^T-^^mpfOO92Ojt^^-(D^^0^^PCR 

mxmm~rz>b, r^±>^h^^-t^yti—ybvxm<^-^mi,oemm^: 

fe^V>^ir^^n— ^<D^Jl,069(bp)DNA^f>i-^rPromegatt^^^-f-§T-vector 
Kfu—^kUio T-vectort^a— >^Ufcl,069(bp) DNA$r>H-£#IM£U T7^fc 
«SP6RNA7KU^l/— ^^ffiV^TPromega^i:^^i-^■^fe^J:^9-x'l>^ m p^00920^t^KT- 

m^m^o^m^smbir^T^^^cRNA -fn— zfrnfrnfe^VK— /hb bi, 

[0085] -T^^^, ^ifit^<£>0i® 0 tl^ot*- /Wfr^Hn situ^M^y^lf— 
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^i-5)£&*&#£b-OBV\ SuperBioChips Lab ^m^-t^DlGy^/^m^X 
Zfmm^h^—^. 192-223, 1998) 0 

[0086] ^^^m^t^m^m^u^(Dm^^^^r(D^K^^xm^ 

Vasculogenesis) iZ<Dfrlk^ftfeMM<&mmz&m.'rZ>^b, bVfrtt. <@#3££B# 

iz.isn^sk f ^mmmmFikim^mm)^m^.ir^mma.5 -s.o d. P .c)t-^vx 

^^{4<Dp^^^^,mpf00920aeT-<D^m»^^ifeWrt^^Jia^W 

10.5, 8.o,; ^.u?9.5 d.p.c)izM.^ft&mm&mwm^<?—y&^^ttm^ 

bixfc(IH2A, ®2B, BI2C, 02D) O W3££^»bJ&tetOWtT<^B#»i 
[0087] jflk g]2A<^JiOEIii|^tt='>'h^— /V<bbTj^fci?>C*cRNA^>fT*##MtfJ 

it^T-^m^^m^s ®2A^>T^ia«T^-fe>'^cRNA»f>H"e^mbyc: 

T>'^-fe^cRNA»f>H'-empf00920jt^^-^m^^m$tV§^ > -fe^cRNA^>t 
fflV ^fc^ll,069^^(bp)0ODNA»r>H-^##M^ilfe^ L 5lm^^ 

[0088] (4-2) 14.5 0 g U&^t5^#:^*5(t^nipro0920jl^T-^in situ ^-T^W 

b^hl^(+6niRNAl^^/^<DthKIAAO62Oa^^<^^^0^{-^V>T^)^l^{i 
^V^^^http://www.kazusa.or.jp/huge/gfpage/KIAA0620/, DNA Res., 1998, 
5:169-176earch, 1997, 4:345-349) , fchKIAA0620it'e^£ffil^t££;^-^^ 
mpf00920jl^^(^-v!>^!^*5{t5mRNAW^/W-eO|§^.^S^oV^T. in situ /^i 

y'vy^—^a>mK^^M^^^^m^xmm^mm^^^f-r^ 
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V^T^bfCo 7*T17— K^9^— ©^0*5'- 

CCCCGGAACTTGAACGTGTC-3 ' (gB^IJ#-^: 3) x y/<— ^/y^— <DIS?»J£5' 
-CCACCTGTTCAAACTTGTGCTG-3 ' (@E?!l#^-:4) £U Srffl 
V >T^?;*mpfO0920»fc^<Dijte^jg^£PCR&T*iti|gi-5^ TV^-fe^fcSV > 
ttt>*Zfv— ^^LT«<#>«r^l,069m«(bp)<DDNA^fjt^#P>tL5l^tffCL 

l,069(bp) DNA^r/T-^Promegatt^^i^-rST-vector^^n— ^bLTio T-vector^ 
^n— >"ffcLfcl,069Cbp) DNA0rJi-&$(@!fcU T7£fcteSP6RNA7Ky^l/— ;*£rffiV> 
TPromega^5^*&^J:«9^^mpfOO92O^^-^^ 1 0^^ttlRrtg^-r^T 
V^ir^cRNA ^o— y^t^l^^^hn— /Pffii:bT^ffli-S-fe^cRNA 

[0089] -r^^*?, -^^^:*S^14.5 B n^<D^^{sa&t^\)W^m^W^W-t\^ 
Xm^\ Proteinase K XZ7X>, 15 ^ffl^fflSr^tf H^^rfTofc^. SuperBioChips 
Lab a^^-f-5DIG^-</^(Cj;i9|^^^-f-in situ'M^y^if— i/B^Djf 
mz$£oX^ — O(75^^K^7^±om^>t(-*J-L-500ng DIG^/l'RNA&T/n— 

^£^ofc(#J$:#fflj|&X^!giJflfl- mTjyh—ymW&vha—*, 192-223, 1 
998) o 

[0090] mu^vtcx^ nbntc&muwmz&iirz^vxmpm92omfc*<D&m.i/ 
[0091] «±©jigmd^>. ^w^ae^^ 3 — K-rssKy^wtt. 
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0 Bffimz.&\,^xm-±MBin. mrm^^xm^mmK nx#io#si^ 

[0092] Ml) -^^^^14.5 B B ^O^^fp](sagittal)^^>H-^fflV ^cin situ^M^ 

: ^y±/vt)m<xmmx%f& 

[0093] [^1] 





mm/nm • 




Skin(ife») 


Epidernis( ^ft) 


- 


Demi 8 (RJK) 


+ 


Brain («) 


Cerebral cortex( ;*c§i&K) 


+++ 


Cerebellum( /.MB) 


+ 


Trigeainal 
ganglion ( HXW 




++ 


Subiandibular 
gland (9TFB9) 




+++ 


Bone (#) 


Spine(W) 


+ 


Costea(ffirtt) 


++ 


Lung (JB0 


Blood vessel( Jfli©) 




Alveolar cells( 




Heart ObJK) 


Atriia( 'frM)-nyocardiui( *£$Bfg) 




Atrium( foM)- blood vessel (JftLH) 


+ 


Ventricle 0i>^) - nyocardiun( ;hg&/B) 


+ 


Ventricle Ofr^) - blood vessel (JfH@) 


+ 


Latis8ignis dorsi 
■uscle (J&ftffii) 




++ 


StooacM B) 




++ 


Intestine (SB) 




++ 



[0094] Xfc. ^^^^O^im^^oV^T^^tvfc^N^^^m^K-^^fcTissue 
Array Slide (SuperBioChips Lab%kM:7^iyfc^£$±fim&ttLot:ZEl)&mk 
#£LTfflV\ Proteinase K ^37^, 15 tofMUmfrStt SJ&SrfTofcSL 
SuperBioChips Lab ^^^-f^DIG^^/^fe^.tOl^tfc^^i-in situW^y^-f 
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192-223, 1998) 0 

[0095] m2iz.^\_fc£?K. nbfttc&mMwmz&tfz^vxmpm92omte*<Dm^> 

miz.m^x^%L^mmK tt. mm. ^ xmvwm 
&mmt^<>tc&mm&izm^xmmmit>btitc 0 Btmvmfe. mmvmmm, 
nr&ffi, m<Dikm, £«w>jMf, mwm, fttm. mm. ^m. *u§. $m. mm 
s K^^xn^-i-/^m<xmmx^^otc 0 M4a, i^4b. m4c#j$ 0 
[0096] ^±<D^^h. *&w<DmteT&=t-b*irz>7$y^zf?-biz. f&mz&^xn. 

^'^it^>mm^Km^x\^t^x.^o *»w©#!)^fK*s, m-n 

^.mm^^xsk^m^m^ox^^m^mmt, &mz&ttzsi&t&&tok 
i~z&mmnx(Dm^&ftmmm<Dtf4y>'x\zmfr<>x\, ^mmtx% &*v>m 

%&W£&*S&tekihZ><> WSSBSatC^V^Plexin^Neuropilin^l^LT, 

(+++:3Sv^m, ++:^3Stv^m, +:mmm$>btiz>, -:i/yi-jvtm<xmm 

X%12\^> 
[0098] [^2] 
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ws/mm • 






Skint jfcrt) 

Ear lobe(^fc^) 


Epidermis( 9k&) 


+ 


Dermis (Hft) 


— 


Spleen (#M) 


White pu1p( &m&) 


+ 


Red pulp (*»«) 


- 


Skeletal muscle (#16 
85) , Abdominal vail 
(Afi) 




— 


Lung (JWO 


Blood vessel (jM) 




Aalveolar cel1s( ftHSIflffS) 




Heart 


Myocardium( 'Crf&Ji) 


+ 


Blood vessel QfilB) 


- 


Tongue O) 


Muscle layer( MM) 


+ 


Filiform papilaef AttKJB) 


+ 


Stratified squamous 
epithelium( MMJSW-±A) 




Salivarv ol and 

m 




+ 


Liver (IFM) 




- 


Pancreas (SMI) 






Stomach (II) 


Stratified squamous 
epithelium* MH?±lft) 


+++ 


fundic gland( pUSSS) 


+ 


Small intestine (/J»») 




— 


Colon (&HK *») 




— 


Kidney, cortex (BAH) 


Proximal tubule (SMS) 


+ 


Tubuie (mammon 


+ 


Kidney, meudulla( KB 
ft) 


Tubule («) 


+ 


Urinary bladder (J»fflt) 




+ 


Seminal vesicle (tiltt) 




+ 


Tstis (»*) 


Sertoi ' s ce11es( -b^ K UHBIS) 


+ 


Spematocytes( ««tt«S) 


+ 


Eepididynris (flMLttt) 






Uuterus (78) 


Glandular epitne1ium( TMLtA 

«us) 


++ 


Ovary CffiJK) 






Thymus (fttffi) 






Cerebrum (;£fi5) 


neuroglia ceUs( #4UPm») 


+ 


Pons («) 




+ 


Cerebellum (/JWH) 


Guranular layer( UttJl) 


+ 


Purkije cell layer( ^*>a*B 
9SM) 


++ 
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[0099] (4-3) ^$Xffifr^£mUfctetfZ>mKlAA0620<DmRNAU'</VX'<D$&m.M& 

RT-PCR^{CO;«9^^(C^tt^^^JJ&fr^^jSm^^{t^mKIAA0620<OmRNA 

CCCCGGAACTTGAACGTGTC-3' (iB?IJ#-^: 3) . <D§E^J£r5' 
-CCACCTGTTCAAACTTGTGCTG-3' (SB?lJ#-S§- : 4) fcU ^H^©/7-fv-Sri 
V ^T^*mpf00920»fc^<Dif£^^£PCRfeT*ii^1-5^ T>^~fe>'^W5V ^ 

l,069(bp) DNA^f>i-^Proinega%hd^^t" 5T-vector^^n— >-^bfCo T-vector^ 
^n— Wkbfel,069(bp) DNA®rJt£tlS!i:U T7*7t«SP6RNA7Ky^W~^^rffiV^ 
TPromega|t^^i-^^{cj:t)^^^mpf00920^^^.a^^m'sr^^-r'5T 
^-fe>-7.cRNA 7°n— ^U^tt^r-n— /WB^LT^/Bt* 5*fe^cRNA 

cDNA^±lB7°7-f^— Sr*4l^P*Lift^U ^oV^TPCRSrtTV\ -e!77. 
KIAAO62Ojt^^<^^^0^O5^^1,O69(bp)DNA^f>T-Olfilig«rlloyci„ PCRte\ 
Taq/KU^7 — ^^LTTaKaRa Ex Taq(£f@i£, #RP001A)£rfflV\ Jhi&ODNAjR'g- 
*£&95° C(2.5^)T*APfiL7c^, 95° C(30#)/60° C(30#)/72° C(30#)tf> 

^-^^^ FLk 1^^^^1129bpDNA^<^^^l^#^bTtTo^: 
o *£*g£r*&;LfcPCRj©&£\ iMX^r— agarose gel(Rocklandtt»L 

#5oo7o)«rffl v ^xm^mx^mu ^mvtcPCRmm<Dm^^mmatmvti ( 
d.p.c.x&mm#>t>ti. ikW]&f&mM*:mKX9.5 d.r>.c.\zm.z>&xmmmmm. 

VtKDKMU -7!77.KIAA0620it^^mfi, lhWJ&l&*mm£ftZ>&5lZtj;Zm 
ffl£94>U¥^6.5 d.p.c.-e^W^tV. jfaW^f»#J£iiCT9.5 d.p.cAzmZtLXM 

T#fcFlkl K*tU 35f-^V >^|{CKIAA0620«|&mLjflLW^Srfl^LTV V5£tt 
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[0100] (5-l)5'^DNAgE^J#3S 

^^^mKIAA0620(it'fe^ : mpfOO92O)<D5'^f*thKIAAO62O(Clt^LT0<. 
mKIAA0620i&SgH?IJ{C*fb#^Pi--5iB^J^$ ? 5^-e{*^V ^kmfflZtvtCo U6>U 
±12 (2) K*3V ^Tt^KIAA0620»^^Oit|{S^^^ia!l$nfc5 , ^gB^J^^ 

Sfc&fcl, #H2003-216615^^tC^<5<^^ey ^Jt^Inl^^^PLfccontent 
addressable memory (CAM) ^ffiV^7tiE^JOA^^-tf#^P^ ^^#U^V^M^Jit|^ 

fflU ^Pi^^(D^^^V^gB^Jd^^^mKIAA0620{^-r^^:mm-i^5t^ 
ie^^^«b > <^M^^(D^^y7AgE^JO^^^mKIAA0620mM^J^ 

t^-t^-. ^0JO1B^J#-^1 ^L7 v cT5/^iB^J^N7l?{BiJ^#7JP$n5251 

[0101] (5-2)5'^DNAfE^lJ{*5S 

SB^IJ2 ^^-rmpro09205t^^ia^J^g|5^IH^JW#^S^Reverse primer ( 
AATCTTGATGTGGTACTC ATGGCTCTC , 27^&ft, ^^GSPl, fB?!l 203,090 

# @^3,ii6# @ (D27mm^mm^M-r^mmm:m^m^5)(D^4^ 
nw ^^^(^10.5 smfabftm-mmistcTotai rna^^^ 

ThermoScript RNaseH- RT (Invitrogen) iZ. X^l^\fV^^^R!^(50X: 60frm) 
StfTV\ 1st strandcDNA(7|c?ii^iB?lJ^tp)%^b7 v c 0 ^[Z.±M^^— ZK- 

z&^wmm n (yy^ia^j x^m) a^Foiwd primer ( 

AAGCTGCTGGGGCGGGGAGATGGGCT, E?IJ17<£>72# g /^£>97# 

@ 026|gS^:ga^J:iB^J#-^6)^. X. gE^J2&C^mpf009205tfc-?-fa?lJ<7>gB# 
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fE^J^£S{-LT£GSPU^Lft{Bfl{£Reverse 

primeKAATGTTGTGTCCTTTGACCCTTAC, 24^Sft, ^^GSP2, E^J201,524 
# S a>fel,547# @ <D24:£&fi@E^J^1-<5*B«lttIE?U : lE^g-^fc^iF-lVL 

_h|BForward primer^Reverse primer (GSP2)§r^fflbT. Platinum Pfe DNA 
Polymerase (lnvitrogen:Cat No. 1 1708-013) <h^#CDPCRx Enhancer solution^rffll^ 
> X PCPvX Enhancer solution 0kW: Denature : 94*C fori 5s Anneal : 50^C for 

30s Extend : 68^ for 3min30s, 40<ydes)£iKfcte:88!£UT#§BRj£^o^ -t 

[0102] ^htltcDNAm^^^V— te&mbVX. _h|E ^Platinum Pfx DNA 
Polymerase £rfflVvr Nested PCR^rtToTto > Forward primer ( 

TTGTCGACACAAGTTTGTACAAAAAAGCAGGCTCT atg ggc tgt ggg cgt ggt etc 
cac gga gec gec ccc ggg ctg age, 80^SS, gE?!ll7<D91# @ i0*£>135# @ 
»BB5lJ^tf8(MfiSS:BB50#-^8)*. X. SH^J2(^-rmpf00920jt^gB^J 
(Dmftmmmn&mzlsXbGSP2&<9'J>ls?%W {-Reverse primer ( 
AAATGTGGCTGGCTGGAGTTGGT, 23^^*, IE?IJ2£>1,215# g/^£>l,237# g 
©2atfi»BE?!»!:m-5tBSWE^J:ia?U##9) £^UMVU GC^StflB^J^ 
^tf<Krac*DNAWf^©J# «SrRrtE^i-5^«rB ift^LfcJiiET^^fcPCR 
#^>LTNested PCR*rfTofc„ PCRSJS##<£>PHBte, final : 1 X PCRx 
Enhancer solution, Denature : 94 C C fori 5s Anneal : 50*C for 30s Extend : 68t for 
3min, 35cycle S -T?fcofco -t^Sfe** g lftt^5®rJi-&j2,020m&S<£>DNA$r Jt£ 
PCRS^t-<t«9it"|gi-5-t^tH^fc„ 

[0103] #£>*LfcPCR0^£pCR4Blunt TOPO vector (Invitrogen: Cat.No. K4575-J10) 



WO 2005/056791 



45 



PCT/JP2004/015997 



au xmm (dh5 a m <oT&wm&n\i \ a &ib~rz>?cRm.®&£t! -tjxsf 

DNA£&#Ut> m&UtMWfe%m&m V ^T^frfc^^KDNA^if *S«rffV ^ 
^ft^-KSJxST^i&E^I (IB?"J#-s§-i l) &tfmmmtVX&nir&Lbi>WM 

tz 0 mmm^-io^m^tcfm^^ ^52#s<0MetasN' 

^hZtmfeZtltCo ^tv«thKIAA0620it^^^^-K-r^^y-<^K(DT^y 
^la^J-e^^^tt^N'^S^MetO^fi, &5V^£van der Zwaag^KDev. Dyn., 
2002 , 225:336-343, :&WmJCffi8)<Dm^&%tbPLEXlN-Dl<DT^;mmPl(D 

{cM-V>T}i,@H^J#^1102#gOMet^tfDNA®fjt^fflLfCo Lj&*U l^van 
der Zwaag^cD^^fCfeSthPLEXIN-DlOT^y^iH^J-e^^^N'^^aOS g >5> 
t>46# @ tf»^-7VV-IE#J (cleavable signal sequence) ^-f-SBB^Jd^ BJ^IJl lO 

[0104] (5-3) *^P^- #&3f 

'pLT#^7t, mpro0920^^gB^J^*fU5'^#*nbfc251T5:y^>S.t^753^S 

[0105] gP"^ Hgg<k^#^WO200114420-A2(|gl^<D^$fc Human Plexin-Dl, Applicant: 
Hyseq INC., Publication date: 11, Oct. 2001)<£>Human Plexin-Dl (l,925T5/g&R 
)^>l#B*^177#aoi77T^y^OT^y^iS^Jt, mpfl)0920T5:y^ 

# a *^25i# a <DT^;mwM)<Diz%r a a>b25i# a (Dn^r^/m^r^/mw. 

[01-06] 35^, Hl^^li#-^WO200157188-A2 GBWO^ffc: Human plexin-Bl/SEP 

receptor homologue, SEQ ID NO:2079, Applicant: Hyseq INC., Publication date: 
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09, Aug. 2001)<DHuman Plexin-Bl/SEP receptor homologue, SEQ ID NO:2079D1 
(l,992T^/^ft)<E>l# g d^237# g £>237T^/^fi<DT^/$?gE?lJ^ *mW<£> 
mpfD0920T^yM^J ^^•b5'^#iPbfc251T^y^<DiB^J(ME^J 1 5T*^-rr^y 
WZmmz3SftZ>l& g 2>^251# g <£>T5/^IE?U)<£>13# g d^251# g 0237T5/ 

[0107] ^T(-^i-J:5i-, mpfO0920^gE^J(C^-L5'^#*Pbfci753^S^IB^J(gB^Jl 

6-e^-fitsiB^j{c*5{t^i# g d^753# g (Di&mmm)t*tti?— &#-rz>i® 

[0108] B^<k§|^-^WO200281745-A2(3§KO£ffr Coding sequence SEQ ID 118, 
downregulated in osteogenesis, Applicant: Aventis Pharma SA., Publication date: 
17, Oct. 2002) OCoding sequence SEQ ID 118, downregulated in 
osteogenesis(6,754^^ft)(D284# @ ^i^709# g £l?<D426:&S:ft&>5l ^25# g 

a^23o# g &v<D206m.mMt, ^mmco5'Kmuvti753^m^:<DMm(mmie 

-C^t"^SIB^J{-*3ltSl# g d^753# g <DigSia^J)<D9*>328# g a>£>753# 
g *-C(D426igSSfc ; 5V ^364# g 2>^268# g £-e<Z>205i£&R:£-C\ $J89.28%& 
^V^«95.15%iV^51t|feK)i^V^7}^^-Cl^— ^fe^fc„ 
[0109] SI^<^gfi#-^-WO200157188-A2 K : Human plexin-Bl/SEP 

receptor-encoding cDNA, SEQ ID NO:729, Applicant: HYSEQ INC., Publication 
date: 09, Aug., 2001)<DHuman Plexin-Bl/SEP receptor homologue-encoding 
cDNA, SEQ ID NO:729(7,080:&SA)OlE^J#^284#ga>k709#g^<£>426i& 
&ft£>5VMSfa?IJ#-$§-25# g d>£>230# g *T*^>206^Sft^, ^PJ<D5'(i#*Pb 
fd753^ft(D^SgBMiH^Jl6-e^-rm^E^J^*31t5l# g /^£>753# g <Di£ 
SiB^J)©9^>iH^J#^-328# g d^753# g 3re<£>426i&&Bfc5V M2gB?lJ#-*§-64 
# g £^268$ g &X*<D205l&mMbX\ ij$89.28%fc5V ^395. 15%£V ^ Jfc!|fc#jffil > 

[0110] ^JKDJj^eoi?— ^^(O^^^. HElCiB^b7tmpf0O92Oae^-(iS^j2-e^-ri& 
SBH^J)^5' {C753m»SomSIB^J^5#^p$ti7citSMH^J(iE^J 1 6X*k1ri&mm 
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[0111] (6)m&*mAMB&fcM 

E^j2T^i-mpfD0921it^^-gB^J (5*«gE^J^<#^:ftcDNA: 6,178^Sft) t 
_b|B (5) -e^#b7t5'»NA^(|B^J#-^lO)^t?PCR0#;^fflV ^I^TO? 
JlR-e^ ORF^^gP^O^ScDNA(|B^J16)^#bfc„ ft^IE^-e^T 
mpfD09215W2^-IB?!J(^^KIAA0620 0#^ftcDNA) SrpBluescript SK(+)<D-^/l^ 
^?u~-^y^HcWAVXm&^9^h*&i¥mVtc 0 -Ttefrib, pBluescript 

^^abTtS'^DNA^^^lz-A^^^^^^^lf-r^bLigationL, *J3§® ( 
DH5 a #c) (D^«fe^ff V \ @ 6<] t-f-^^^DNA^^tf ^^^KDNA^^l 
#b7t 0 ^*ORFcDNA(5,992^S^:l,996T5y^A(D7Ky^7 P ^Kf^M='K 

^hfEKfcfiJU Gateway^— (InvitrogenrCat.No. 11821-014)^ 
■7^2^133 U £kT<D g tfjPCRjg4£>£pENTR/D-TOPO Vector (Invitrogen:)^£&^ 

^^«cDNA(Pi^K>'^^^M^K^-e)^bT^:(D^'l'^--^thL.^bT 
^fflLPCRSJ&^J:9f£§£L7c: 0 -T#:b*>> Forward primer^LT 
CACCatgggctgtgggcgtggtct (24:&&g, IB?IJ16£>6# g /^b25#= g O20*&^Rffi?IJ 
?r-a-tf24^SftiB?lJ:ia^Uli : -^-12)^r, Reverse primerteReverse primerK 
TCAGGCCTCGCTGTA4CACTCATAGA, 26*1^*, BB?IJ2<D5,218# g 3^5,243 

#.g^26^-«is^n;i^ 

FCKmmfe, ^^U^^cDNA(m^h^>hmith^^X)t^X^(D^94 
^-^fFb^LT^fflLPCRSJS^«tf9f^iliLfc 0 i-Jfcb-b, For ard primertt 
_hig(DFoFward primer(CACCatgggctgtgggcgtggtct, 24ig^S, lE?IJ16c£>6# g 
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25# S <O20^*ia^J^tf 24&feftgE?IJ : gE?U#^l 2) ^Reverse primerte 
Reverse primer2 (GGCCTCGCTGTAACACTCATAGA, IE?U2tf>5,218 
# g j&>£>5,240# g ©23^MBH^J{J:*f-t-54B4i6<JBS^J,^=KV^*^V n : @B 

[0112] ^S-^-^hy — — Is&LR Clonasegfig v;/^X(Invitrogen : Cat.No. 11791-019)^:^ 

pcDNA-DEST40 vector, pcDNA-DEST47 vector: ^^^CAG^n^—^—^J^T 

KIAA0620^T^ySSWx -^^KIAA0620-GFP-HisTag, -^J*KIAA0620-V5 

Transfection (Fugene6 ; Rochett*7bfiTransIT-LTl^^ ; Mirus^h) £rffl V ^Tfcr- 

muz m m ^mm(HEK293Tmm) isans^Au mm^-mAms^^m^ 
[oii3] (7-D ^^^Y^m^tu^^m ?v—r/\sfcft:<DrEM: 

i^^y^n-^/V^#:^^bfCo^^UT«mpf00920^y^^KSB^JO5^ 

FLEEQAEKRGISDPD) ^^•b^C^^^-r^ ; Sr#^nbfc:^-<^K(ia^J : 
CFLEEQAEKRGISDPD) Sr. -?rON-7^-eS#:i:i~S^— /HJl^yh^E-^T^ 
^(KLH)fc=^yT— >t^:/y^£l2\ S^i:^L^^^KSr80%d^90%© 

0.15mgfC-C^rt^^^, ^:O^^2®P^r^^Jtg*0.3mg(C-r4Ie]O^^^ 
JSLT^ff SlHlO^rt^^tTofCo 30 g , 4m g <D#&rt;feg£>#(D&J5M g 
. *&7il|ffl g 5ml<DpmWi5k^n V\ HRPO ^XW^iX^^— 

i?) i&^^IgG^lr^ft: (CAPPEUijSD SrfflV ^cELISA&^T^lJ® 
i-^^iWit^ll'J^LfCo ^|RST*20OS*i^Jfo.K::i3V^ 5fc*> l,000{£3m, 2,000 
ffiF*3R, 4,000{g^5^ 8,000{§^, 16,000^^(^T®7feS(490nm)^3^|9 N 
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/Ky^o— ^/^($:(anti-mKIAA0620 ab)£LTffl V ^Co 
[0114] a^n— /HliL»S:«»« S ^-r-fe^tut-K^JfiL (3ml) ^ffTboT^ifeb 

fc„ ^fitr©=J^ho— /WjfiL^^*5V>T. l.OOOffltffrflU 2,00(tfg«^ 4,000^^, 
8,000fg^r^, 16,000ff^r^{CT^7teS(490nm)^>!r0.171 x 0.101, 0.089. 0.084 

, o.o76^«9, mmtvxm^tir^mmm^mm^^M.mtR^-rwmn 

[0115] (7-2) fflfSSi^^y^n— -^/VgtfrSrffiV >>1t#tt#l^*yYm^%&W&te 
^A>ftt^O^^KIAA0620g fiS<D&ft 

Sit^^A^J^T<D^^KIAA0620Sfi«^til^^Co itfcT^A» 
S K laJBUftflsfcloV vCfct, -7^KIAA0620it^^-^^J^m^^^-^A 
HEK293T|0Jia^^^7 i Viy^^-h - T?PBS(-)^^-ei5fe^b, Lysis Buffer(TNE buffer) 

SriiU SfrfrSMWOOg, 10 min)^, itt^^Z/HftW/TIIIiRUfco l*"^ 
/^^{^^KIAA062051^^A^S^S SKj&s-££*xS. *r©flw>-fr>^ 
/V^bT . -r^KIAA0620S fiff(DV5gli^S teWM^^tt^L^?—*^ 
AUfcHEK293T*Bj&«rffiJBU _h|S^I^^^^-&T»i^^/V^^^L/c 0 £-«1r 

^^^^yr^y/vT^Ky/vm^t^cib(PAGE)^-c^iifL7t <> tfyr^y/Kr^Ky 

/Hl^tMcttW:, J^yT^y/l-T5K^c^^w— vtcj^20W^n^A©#ail^^- 

^X& i &m&&.fc&fto*i 0 -TtZtt. ^yT^y/VT^Ky^m^^cftttlnvitrogen 
tt®1^4— 12%Tris-Glycine Gel(#No. EC6035Box)SrJBV>-CfTV\ BioRad*L®i<Di?5 

^#4a35000{g#^LfcBiosourceth$ilGoat Anti-Rabbit IgG, HRP-conjugate fctffc 
(#No. ALI0404)£:/BV\ tfetOjCttlWIIt^ECL Western blotting Detection Reagents 
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(#No. RPN2133)£/BWc„ B ^jX-f-^^^^MfDzfU^T^h' 

*>v^f|-v— Jj— (High Range, SDS-PAGE (#No. 26039-75)^#1h>^/Vt^t^ 

[01 16] *-f\ -7^KIAA0620S fiM^V5gfe^S &mAl, 
J;5^ttiH^(-*5V^«, ^iV5-HRPSi^^J:«9-^^KIAA0620-V5j|4-^®S®O 

i^-rx(^220kDa) ^-^i-^m^p^^^^^K^m-rs^^^tii^^ ^ 

^^^SKIAA0620® &«^V5gl!^g 6SC£LT3§9IUTV^r£: 
[0117] -^^KIAA0620M6SOV5il!t^aSM^|g^i-^^ 1 -<^-^A 

mKIAA0620^:#:)^500{§ x l.OOO^^b-CfflV^c^amt-^VNT^, 
KIAA0620-V58fe^g 6SC<^lMX(^220kDa) tC— i6:i-§{Sg(C^|^^^^K^^ 

mKIAA0620g &£S/&U &$£m<DtfV?ti—' ^/W^i^: (^mKIAA0620 

[0118] (8) in 

situ s^ZfW^— i/3>ik%m V ^cfr^M^JkW{-Mft5-^^^KIAA0620it 
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CCCCGGAACTTGAACGTGTC-3 ' (SE?lJ#^§- : 3h V'<— T&J^— <^gE^J5r5' 
-CCACCTGTTCAAACTTGTGCTG-3 ' (SE?U#-5§-:4)£U ^ifhh^y^—^m 

l,069(bp) DNA^fvft^Promega^h^^^-r^T-vector^^ci— ^bb7t c T-vector^ 
^c— V^Lfcl,069(bp) DNA#f,lt£gi|M£U RNA £-f«5{f (Rochet DIG RNA 
Labeling KiOSrffi V >TRoche^ s ^i~^&(^ £9-^?^mpf00920itfcT-3§^lI^£r 

•fe^cRNA yn—y&itmu m&mcR^vx£mmvtcMmiz.&rtz>^vx 

KIAA0620 Jt^^-^^m^^^^h-^^^hin situ ^^y^—^B^m^ 

Wivi^oT-v^KiAA062o m^mmmibhti^t^mmvt^ z.tLb<Dmm 

m±tfSL i g9Gitilt$&<Dp%gimm t-*5V >T ^^KIAA0620it^T-%^^^^- 
f&£>fe*Wt> ifUcafrU ^^KIAA0620it^^mf« 

[0119] (9)*&wmte^<Dmmmfe 

Semaphorin/CDIOO antigenF^-lV, 3o<DPlexin/Semaphorin/integrinK^>\ JSlXI 
3otf)Cell surface receptor IPT/TIGSrWU faoC-jfc<ffimfcti&MMTM)±Jf*>h 

[0120] Plexin^T^y— ^fiPlexin-A(^-r^AK ^7 P A2. ^^A3, RW^M) % 
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Plexin-B(^-r^°BK *>f:/B2, RW^Zf&Z)^ Plexin-CK Plexin-Dli:4o^)^^7 

PlexinBl t±tigMi&-t~?7*y ^Sema4D(CD00)£>^^{fc£LT, Plexin-Cl f^GPI^T 
Lfc-fe^^y^SemaTACSema-Kl) (D^mi^tL-XWiK^t^m^tlX^ ^ 
(Tamagnone L, Artigiani S, Chen H, He Z, Ming GI, Song H, Chedotal A, Winberg 
ML, Goodman CS, Poo M, Tessier-Lavigne M, Comoglio PM., 2001, Cell, 
99:71-80)„ Jgf^ Plexm^r^y-^JS^PlexinS&im, #T-*tf^#iglJliI 

V^ 0 Plexin-A^aillj^S^V^iCNSCCentral Nervous System)0#^|ft^ 

[0121] ^^K<D^y^^Kf*thPlexin-Dl^tt:|{5Wi^V^^-nv ; ~-^L, Plexin^T^ 
y — ^^jibT^«)^^^{^gi-§semaK^>, i^r-f^gtfMRS^ 
-7, ^^SPKpM'^^V^^tLSplexin^^^^l^rtK^^^^r^feb^o # 

C-X(5-6)-C-X(2)-C-X(6-8)-C-X(2)-C-X(3-5)-C"e > ^^K<D|E^J(^«1o(D^ 

«jt^«piexinsss«. fft^-r^^tcfi^/^fij^^, 
(morpho S enesis)^m^mmir^m^(Dmm^mm^mm^(Dxmmxh 

^(Tamagnone, L. et al., 2001, Cell, 99:71-80) o tot, jfcft$l<Dtf})'<-77-}*$>&L 
mm&m^&mteX4yis*Kmmte&m*&1b, MW?£f£(vasculogenesis\ RTf 
^^^-^^jfeW#^J§^^^r>{^9^1-SifeW3^^(angiogenesis)^ 

^zmmir^mm(Dmm^mmtm<miy^(Dxmm<Dmi^mmct<>xm^ 

XhZ> 0 M*-t£. Ig-WM^^^VNTfSNeuropilin^^^LTSeniaphorin^^'^-rsr 
i: £o fc£V >ttjfMf ^*5V ^T{tNeuropilin^#|^ bTVEGFi:i:^i-Sr 
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[0122] mpfD0920it^O^^{CM{t-5mi^#M^^^--^^. 

[0123] 3Cfc\ mpf009203t^*^(D^3t^T-|im^mffl7 p n-^{i % 

^^^NFOjfcWrt^^MFlk-l^^:^miJ0J244)^M^^^ 

5 ft&^J&^Flt-l |§t£(Flt-l ^ 

tcvxDv— sutvxmm -*jmx$>z> 0 

[0124] rtV^-C^. thKIAA0620it^^-{c:Mig-r^M#m(-S *-f-^7^h, ^"^fcSV n 

f-mm-i. mENAi^</]sx<Dmm.mmMVr<Di&^ mwm±m(Dikm : m^.mm<D 
*BMfrh!fcWMmmM£&&&^x!k^ftmmzftm.u &M&<Df$ftxten • 
mmm^±m^^xm^m^ ^n^m^x^m^mK ^tcm^^t 
vtc&mmmizm ^x$mL-x\ ^ t&-5-mm#>x& m^ti. *mw<Dmm+& 
=*-vi-zm&mK hM^^m<omm^h^mmmmm^^m\^xia.m < w 
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[0125] ^w^ffa^y^^-Ks^-Ki-sae^w:, m^sk^m^mm^m^h 
%\<^m&Km&m*&m.i-%m&Kft*mmi-z^bfc£V), r=*~*k r^=? 

[0126] mpf00920it^T-{*, ^^(-^ft^^^^lflLWrt^^MFlk-l 

: ^1,2,3,10,12 ,14) ^^*Jkl ^ rt^^fl^Il^^^^lfiLWrt^^ 

w^H^-efcs -zsmm^mziv, m^v^^m^ ^ttuzMf^-r^^ 
^m£ti%tfn.^nmmtt&mi-ttfr<Dy-/isbvxmmx*hz> 0 

[0127] t^KIAA0620»^^<Dth{^4oitSmRNAl/^</^<D^^ 1 ^oV^-C^IB^V^7^)5 % |^ 

^g#S^(CNS)-emRNA^^LTV^5-^^^^$tT,fc^(van der Zwaag, B. et 
al., Dev. Dyn., 2002 , 225:336-343) , ;fc^^mpfO092O5ft^^-te\ j@ffc3§£B#<£> 

(D&itxK w - ni¥±^ i^m ^xm m ^kj&v ^-c-^&v 
*mw<Dm&z.m hz>^tzm&%M &m.*miir%m&:%-fc*mmirz>z.b 

[0128] r<D<t5^lfeWrt^^^m-^^^l:{-^Tm^thKIAA06205t^t-M 
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[0129] m , ^-ffin^fcjott^jfiLif ^^gg^-r^^^ (eg*. ■wmmm. 
*tt*su m&mmv~v^. mfcm&mmm. ^rgftmm. mm. skwm^ 

tm&w&^mm. m^mmv^^. m^m^mmm. ^n^mm. mm. 
MM(DWftmmm&i-z>ftmx'frz>(3:ffii, 4,5,7,1 a m^. ^mmi^^xn 

[0131] thKIAA0620M Sis fe^VMiPlexin^r^y— Dl^^dv?— 
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m.fc^-mAmfa. mm^^mxm^Yfmt^t\^<>xm. vitro $tz.mi 

mmm, &mik<Dmmzmmx&zzb&wt>fax\ zti&*&mv>teti 
[oi32] do) KiAAoe2o^M^])^y^Rxfm^m^(Dmm^mm^x^m^ 

®i$&gf-%'0079X%£Ml'tc£o SOSUI^V ^^ffltransmenbrane(TM)segment#| 
Wfrbl, 090-1, 112#@ (ia^J#^-15-e^N-*MlJ*^l,341-l,363#S) \ZL 

[0133] £-f\ ^?*KIAA0620£:K-V5g!!#S & $t(Dm%mMte&fe£b'tZ>&ffl&& l '< 
?#—*mmUto IP*,. WtW^^l 1 lOT^LTtil^ Forward primer«( 
CACCatgggctgtgggcgtggtct, 24&2S, IE?lJ#-5§-:16<D6#Ba^25#@<£>20:& 
SSlE^J^ra tf24^^^BB^IJ :iE^J#-^- 12) ^Reverse primer {^Reverse primer2( 
GGCCTCGCTGTAACACTCATAGA, IH^IJ 2(^5,2 18# g A^>5,240#g 
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«5,971# g d^5,993# g -C*>323Jfc£S©B3?IJ : iB^J#-^14) ^fflLT^b 
tc^sbV— >£fflV\ LR Clonase^^v^^(Invitrogen:Cat.No. 11791-019) 

pcDNA-DEST40 vector, pEF5/FRT/V5-DEST vector: BU^^CMV^n^—^—. 
##&EF-1 a ^n^-^-^J^T^-C^^-t-S^^^K^^-) — m&;L6r£: 

250<DiB^lJ) *s#JD$ttfeT5/iliB^J «B5U#-^15H:*5tt5N-5fdS«01# @ Glu 
&ISfcl\fc2# g £>£>1,997# g £>T5/@^l,996tf)iE^J) KLfc, 

[0134] ^{C, gH^J#-^15^^o(t^2#g-l J 363#g<Dl,362^<OT^y^ia^^5 
K^«^JKSiS(TM)SlS^Sr^tP#y^^KSr3— KLfc, -^!>^KIAA0620^ 

LR Clonase^^^(Invitrogen:Cat.NoJ1791-019)^fflV^^4#M^jm 
tfc&SJfc J-<£ 9 "T^T^^— V-<^— (pcDNA-DEST40 vector, 

PEF5/FRT/V5-DEST vector: tff^teCMV:/^— , ##{3EF-1 a ^n-=E— * 

[0135] «||Lfc^^KIAA0620£:ft-V5?&#^ W3&^9*5K^*— 3tTJ^** 
KIAA0620JR^H«6(TM)-V5iB^S & «*a^9^K-<^^— g ftitfc 

P EF5/FRT/V5-DESTfi^)^thMi^fi^W^ffl^(HEK293TiNBJiS){-Jt^^^AL, 
KIAA0620^^y^^Kfc-5V^fiP^^(Dae^•^A^$lJ^^^^Jia^^ 

[0136] i-^*,, 10%!>^i^lfeM^»UfcDMEMie^^^bfc6^3i/V^--h^ 



WO 2005/056791 



58 



PCT/JP2004/015997 



Xfi^^KIAA0620J^^^(TM)-V5gl!^S fiKfgm^^K^*— 2 » giZM 
\^Xh7l/*7^?i/a^W(uyiS=L%ttf@i1fe1rZ>FuGEUE6 Transfection Reagent^ 

V^M^?^Y^?$~t£\^<DY^^^^-^WL (FuGENE6 Transfection 
Reagent^) ^MLt«SlS|l«Lfc. 

[0137] Mmfc&<D%im&. 2 0 mmmvtc&mv^frhmmzmtiivx, *tveti2 

[0138] PIERCE biotecnologyth/^SH&i-SMem-PER Eukaryote Membrane protein 

Extraction Kit 3rfflV\ |^thdS^^.#^V^Sfi®Srl^$Sb, ^<Di£m&W& 

tL^OM^^^^Sfiffx PIERCE biotecnology&Oj^S&@®^^b^«t 

mm^?*—x*&mm&i,tzM&z. : mm m -^^kiaao62o^^ 

r, _hiE(7-2)^p^(^ x sDs-2Kyr^y/vr^Km^eic»«feW-fX^pib, vs^^ 

£fgffi1-5#T;V5^-/:?i3— t/Vtfifc (^fVlf hn v^Vfl: ; V5-HRP, R961-253mV5, 
R960-25) i:ECL=ar5/h(Amershamtt)^ffiV^b^7fe^, &5V^ ^tlb&tfOfc 

<D&m&ft^tc 0 *<d&^ =>hu—/>ms^xttmmm^m&nm^ pierce 

biotecnology*t<Dg£® JtW#*5* fcXZ&W £j & ®®#tf>£fC(D 

m^xnt^t-r^mM^mBM^m^ti^^tzo ^^KiAA062o^ft 

6®K#K:, £fc, ^^^KIAA0620^^(TM)-V5iK^®a®^m^^~T* 
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5&J200kDa#j££>5V M2l40kDatta^>1^*fcm£;ft,7Co PIERCE 
biotecnology^t^SeSW^y^(-«t5^:SeSm^•^-M•V^T^*, 

[0139] ^Z-X*^ PIERCE biotecnologytfc#SfiH&-#-6Mem-PER Eukaryote Membrane 

protein Extraction Kit *m^Xnbft&^W&mmftb^ftf)*b^KftffimWjfc. 

m*&s&mm£r<D2mM(Dm&mmftfc^x, ±mmm^m^xmm^ 
Lxmmtp<Dm&mm*mtbtim^ ±mtmm£^^^y^yh^m^ft^k 

kiaao62o^^^(tm) -v5M&w&mmm.^?*-xBmm&vtcm.&x.mm 
-era, ^m&Mm^K^o^siHmmm^^h^mm^thtco ^m&Mm 

o 

[0140] ^vxKiAA062o^-v5m&m&m>±m&mmfrRTfm7k&m&wmftiz 
m-BntLxm^m^L-x^^t^mmLfz. *t>. ±mx^vtcm^mmtmm 

#&L-CV>5^^:^ s #^tLfc„ PIERCE biotecnology*fcaS$§#i^5Mem-PER 
Eukaryote-Membrane protein Extraction Kit^^TK^S S ® ^7Kt£S S S<^>^K 
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-&TJ^?*KIAA0620ig|^gWTM) -V5jgi!^g &«^m^^-««i?Lm» 

[0141] (id KiAA0620i£M#v^^vRxfmftmm<Dmm^mmz£z&mft& 

±m(10)tmm^ ^n— ^LR Clonaseg|i{fv^;*.(Invitrogen: 

Cat.NoJ1791-019)^fflV^fclHJ^^^ffi^Si^^J:•9^Mv :? ^^— 

(pcDNA-DEST40 vector, pEF5/FRT/V5-DEST:ittf#teCMV:/t2^--^-- 

KIAA0620^ft-V5, ^!>^KIAA0620|^^^^-V5, -^^KIAA0620£:;S:-GFP X ^ 
^KIAA0620]^^^-GFP > -^^^KIAA0620^ft-DsRed x ^!>^KIAA0620^^ 
-gg^-DsRed, ^^KIAA0620£;g-fcMgGlFc®r>i\ -^^KIAA0620^^^-th 

igGiFcHfrjt&ih^s &mm<Dm%mmmx*<D&mmm.'<??~$:Mm^tio 

£rTransfection $*M (Fugene6 ; Rochett) V >Tt HiftjE & 5fc W#fflJi&(HEK293j^J!&) 

[0142] £f\ -^^KIAA0620^Xttl^^^Sfi®^V5gi^Se®M^mi-§5l 

^Lfc^^V^KljSl^T, ±fB(10)M«K: % ^5-HRF^flwSr^fc^;*^ 
^C2^W^^^J:5^iii^*r^TV \ ^V5-HRP^{^1 i«9^^KIAA0620^ 
-V5il!^S fi®O^X(^)200kDa)XfiKIAA0620M^^-V5®l-a-® 6K<W 
-TX(^jl40kDa) lZ-&irZ&mizWmtem-^>h*&&MirZ-h7bm&tc 0 l&ffi 
^tlfc/^KW^W^ ^^KIAA0620^X{i^^-V5il!j!^S 
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[0143] |^#{ClbT, ^VXKlAA0620±£:Xtemft-mi&m SSOGFP. DsRed. RXftb 

y^n— ^A'ttfrC'f ^9>f^^tt, fp#04363-24) N Xfi^iDsRed^-^^y^ci— 
-7VM5ift:(BD Biosciences Clontechttx n^#632397) ,^fcMgGlFc-^;*^&y^n— 
^/^{^(CHEMICON Intemational,Inc%h N o B D#MAB1302)£J^fc^;*^>':/t3 

^KIAA^0620® & Jf&t^»^KIAA0620lg|*Hgi$® & ® ^fl^<D^(D 

m&m&mtvxmm.L,x\,^ki!>mmM$:tz <> 

[0144] (12)it^^m^^<^^ 

«Hb^:^^KIAA0620^:ftX^^^-GFPili!^M 6 «3§§l:/5^K-<^ 

— ( @ ftit^^tt— -^ufcFip-in mmm.^?*— . ^^v^ja^^tmm 

3pEF5/FRT/V5-DESTfi330 , S.^^KIAA0620^Xf*^^-DsRed 
x >f >tr hct^Vtt3&5^-r^pEF5/FRT/V5-DEST*^) tttl*:M>\?h 
M)\Z.mfc*mAU KIAA0620£S7tfy^^KfcSV ^ligjg^H^jtte^A 
[0145] 10%l>^i«lk^^^Pb^DMEM^i^rWcbfc6^^/^l/— 

2 

^tf*^*^— ^—^fflLT . HEK293*g*« (>fVlf huv^^ttflSffeifc 
i"£Flp-in~293 $BJi&:293 human embryonic kidny cells S^t?. fe^tiy&tfyj* 

<D&mzw)^i/\?'i— -gMftftstt (FRTgp^a) sasi*-3f^rtflpfi£-t-s) zy-fazs? 

[0446] ^•>^KIAA0620^X«l^^^-GFPi|ll^Sa«5im7 B 7^5K^<^^— 
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—^^2 » glzMVXh7>X7^?^3^m(v^=t.&&&1&1rZ > FuGENE6 
Transfection Reagent|g?&) &3 /z L&m^^X^tl^^Z^/Vf OT#®^&tf>#!;JS3r 

FuGENE6 Transfection Reagent^^) XfamVXig^&MWzl-tCo 

[0147] iiis^^Mit . 2 0 mmmt^ti^m^^^^^B (200/micro g /mi) 
x~mmisti%:ti^th<DxmmwkiM8&&. m.^x\^m%^^ cgfpx fiDsRed 

[0148] (13) -^*KI AA0620S «<£>BI:«#-IgGlFcg$>^g 6 ® Srffl V ^cfr^fip-^* 

»f^^^a^m^^ffiV^Tiill^b,$b^^»^T■a^^CAGy^^- 
^iJ^T^T^^-r^^^^K^^— ^$SbfCo -ixSrMirusttTransIT-LTl 
Transfection Reagents£JBV^T293T#HJjft^iiI:fc^-^AU *|lfiL^J^i€ (Invitrogen 
ttGibco CD293) iZLX3 0 f^ig^L-fcli, ProteinG;*77i»(Amersham Biosciences^:, 
HiTrapCjg^) Protein G HP)^rfflV>T^±^^^^!>^KIAA0620^gP^ 
-IgGlFcglf!^-® & JC£i|*$SlUh 0 
[0149] ^^J:5(-b-C#^fcSfe^® fi«^(y>'^»^4 1 2.3 mg/ml)£, Jf^^Mm 
%W^\Jtz^4$xi4^y*.9?~ (Drummond*±, NANOJECT II, Drummond 
Scientific Co., Broomall, Pennsylvania, USA^ffll^T^r^fHCR-^^C^til, 3, 
0 ) BgJ£f*3l£500 nl&ALTio ^7>, !^2gS£>tMgGlFc fragment Oackson 
ImmunoResearch Laboratories, West Grove, Pennsylvania, USA)£rlUIH<£>;t;i!fe 
BS^f*9 t^ALfcfy^^ >-hcz-/i^L.Tffl V #BSJ^>-://Wi*ft^;* 
PECAM-l^E-y^n— 7"/^^:(BD Pharmingen^h, Mecl3.3)&m^^ttffl$g7yvh^ 
^Mg^^fe^J:^ ^JfilW^^^m^LfCo a^f-f*Axioplan2^ 
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M^t^^o^TJ^AxiovisionS.Oy^h^^TCCarl Zeiss Co., Ltd., Oberkochen, Germany) 
$&.B.te£TfLSM510-V3.2y7h'?=.T (Carl Zeiss Co.,Ltd., Oberkochen, Germany) 

[0150] wag*. mmm*5mmmz.te, ^mm±(Dmm^. m^m^±^c^<o 
^ (mio) la*. mmskwm(DiEmmm^mv<mm^fhx^^t^^^vti 

[0151] rtb*-ei!:fB*U^t*^. #HI9!tf>DNA, ^WvtfV^^tb^ 

[0152] ^oT, ^BJ^DNAS.TJ?^DNA^tfg#m*^a^^, *;h£>as=»— K**" 
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m^mm 

[1] UT(D (a) Xtt (b) <D?$})^^h*&=>-h*-rZ>t&mffimfrtbmZr>NA: (a) mmm 

m—<DT$swmm<D—Mxte±w>*bjtttfV'*7 s ?\f x « (b) umm^ i > m 

[2] &T<D(a), (b)Xfi(c)<DDNA:(a)ia^J#-^:2, 1H^J#-^:16X«SB^J#-^19 
X^£tl%t&mmMz3o\,^X, IE?iJ#^: U IE?U#-5§-: 15X}igH^iJ#^-: 18T*^c£ 
^T^y^E^J^— a$Xf*£*|S<S:=*— Kt"3DNA; (b) (a)<Z)DNAiffii^M 
SIB^J^^^^DNA^^hy^^^-h^^i^T-e^^^y^Xi-^DNAjX^WC 
a)(ODNA^ffifflW*^E^Jd^*5DNA^hyv^3i^/^#T^^f^yy 
-fXU (a) ©DNA^n- K^SaKy^^K^IISCW^IlIKO^^WflHtSrWi- 
6® K-TSDNAo 

[3] »^3glX«:2|B«©DNASr^tP»«tS*3l53t^o 

[4] Smm^^T>^-efc5ff^^3lB«05t^o 

[5] £*T<£> (a) Xtt (b) ©jWJ^ITW : (a) lfi?U#^- : 1 , : 1 5X^BH^lJ#^- : 1 

d^5sKy^^K;Xtt(b)BB?!I#-§-: 1, SB?U#^: 15XteIB3«^-: 18"^$ 

^t^^bb^J{c*5v>-c, — gU(DT5y^^^ % gjfexw:#ip$tbfeT5/»ia 

[6] |»^l^b<tt2|B«fe©DNA, X«ft^«3^L<{*4|B^<Z)it^^^^Ab/tW 
[7] «^l^b<^2fBm^DNA, Xfii*^^3^L<«4fB«<7)jt^^^tfiffi.m 

[9] t»^«7|E^ommx.-<^^-^^ALfcm^^Sj^„ 
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Claims 1, 5 and 19 

The term "an amino acid sequence being substantially the same" in 
the above claims makes the scope of the invention unclear and these claims 
are not considered as being described in a clear manner. It is stated 
in the description "an amino acid being substantially the same means 
• • * having a homology of • • • about 92.5% or more" (see pages 15 to 16) 
and the term "about" makes the scope of the invention unclear. It is 
also unknown whether the term "homology" means amino acids being completely 
the same as each other or amino acids being highly close to each other. 

Claims 1, 2, 5 and 19 

It is unknown what part the term "a part of the amino acids' 7 in the 
above claims means and these claims are not considered as being described 
in a clear manner. 

For example, polypeptides comprising "apart" of the amino acid sequence 
being the same as the amino acid sequence represented by SEQ ID NO:l 
involve polypeptides having no biological activity equivalent to the 
polypeptide comprising the "full length" of the amino acid sequence. 
Thus, the inventions according to the above claims are regarded neither 
as being sufficiently supported by the description nor disclosed in a 
manner sufficiently clear and complete for the inventions to be carried 
out by a person skilled in the art. 

No international search was made on the inventions relating to "a 
polypeptide comprising a part thereof" which are not clearly claimed 
and are neither sufficiently supported by the description nor being 
disclosed in a manner sufficiently clear and complete therein. 

Claims 1, 2, 5 and 19 

It is unknown what activity the term "a biological activity" in the 
above claims means and these claims are not considered as being described 
in a clear manner. 

Although EXAMPLES, etc. are taken into consideration, nothing but 
a function of an extramembrane domain polypeptide comprising the amino 
acid sequence represented by SEQ ID NO: 18 of inhibiting mouse newborn 
retinal angiogenesis is disclosed as "abiological activity" . Concerning 
other activities, it is unknown what activities the peptide according 
to the above claims has. Thus, the inventions according to the above 
claims are regarded neither as being sufficiently supported by the 
description nor being disclosedin amanner sufficiently clear andcomplete 
for the inventions to be carried out by a person skilled in the art. 
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